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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS
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1. NAME OF THE MEDICINAL PRODUCT

Ogivri 150 mg powder for concentrate for solution for infusion
Ogivri 420 mg powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Ogivri 150 mg powder for concentrate for solution for infusion

One vial contains 150 mg of trastuzumab, a humanised IgG1 monoclonal antibody produced by
mammalian (Chinese hamster ovary) cell suspension culture and purified by affinity and ion exchange
chromatography including specific viral inactivation and removal procedures.

Ogivri 420 mg powder for concentrate for solution for infusion

One vial contains 420 mg of trastuzumab, a humanised IgG1 monoclonal antibody produced by
mammalian (Chinese hamster ovary) cell suspension culture and purified by affinity and ion exchange
chromatography including specific viral inactivation and removal procedures.

The reconstituted Ogivri solution contains 21 mg/mL of trastuzumab.

Excipient with known effect

Each 150 mg vial contains 115.2 mg sorbitol (E420).
Each 420 mg vial contains 322.6 mg sorbitol (E420).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate for solution for infusion (powder for concentrate).

White to pale yellow lyophilised powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Breast cancer

Metastatic breast cancer

Ogivri is indicated for the treatment of adult patients with HER2 positive metastatic breast cancer
(MBC):

- as monotherapy for the treatment of those patients who have received at least two chemotherapy
regimens for their metastatic disease. Prior chemotherapy must have included at least an
anthracycline and a taxane unless patients are unsuitable for these treatments. Hormone receptor
positive patients must also have failed hormonal therapy, unless patients are unsuitable for these

treatments 5 ynOBHOBame"W‘ﬁ
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- in combination with paclitaxel for the treatment of those patients who have not received
chemotherapy for their metastatic disease and for whom an anthracycline is not suitable

- in combination with docetaxel for the treatment of those patients who have not received
chemotherapy for their metastatic disease

- in combination with an aromatase inhibitor for the treatment of postmenopausal patients with
hormone-receptor positive MBC, not previously treated with trastuzumab.

Early breast cancer

Ogivri is indicated for the treatment of adult patients with HER2 positive early breast cancer (EBC):

- following surgery, chemotherapy (neoadjuvant or adjuvant) and radiotherapy (if applicable) (see
section 5.1)

- following adjuvant chemotherapy with doxorubicin and cyclophosphamide, in combination with
paclitaxel or docetaxel

- in combination with adjuvant chemotherapy consisting of docetaxel and carboplatin.

- in combination with neoadjuvant chemotherapy followed by adjuvant Ogivri therapy, for locally
advanced (including inflammatory) disease or tumours > 2 cm in diameter (see sections 4.4 and
5.1).

Ogivri should only be used in patients with metastatic or EBC whose tumours have either HER2

overexpression or HER2 gene amplification as determined by an accurate and validated assay (see

sections 4.4 and 5.1).

Metastatic gastric cancer

Ogivri in combination with capecitabine or 5-fluorouracil and cisplatin is indicated for the treatment of
adult patients with HER2 positive metastatic adenocarcinoma of the stomach or gastroesophageal
junction who have not received prior anti-cancer treatment for their metastatic disease.

Ogivri should only be used in patients with metastatic gastric cancer (MGC) whose tumours have
HER?2 overexpression as defined by IHC2+ and a confirmatory SISH or FISH result, or by an IHC 3+
result. Accurate and validated assay methods should be used (see sections 4.4 and 5.1).

4.2 Posology and method of administration

HER?2 testing is mandatory prior to initiation of therapy (see sections 4.4 and 5.1). Trastuzumab
treatment should only be initiated by a physician experienced in the administration of cytotoxic
chemotherapy (see section 4.4), and should be administered by a healthcare professional only.

Ogivri intravenous formulation is not intended for subcutaneous administration and should be
administered via an intravenous infusion only.

If an alternate route of administration is required, other trastuzumab products offering such an option
should be used.

In order to prevent medication errors it is important to check the vial labels to ensure that the
medicinal product being prepared and administered is Ogivri (trastuzumab) and not another
trastuzumab-containing product (e.g. trastuzumab emtansine or trastuzumab deruxtecan).
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Posology

Metastatic breast cancer

Three-weekly schedule
The recommended initial loading dose is 8 mg/kg body weight. The recommended maintenance dose
at three-weekly intervals is 6 mg/kg body weight, beginning three weeks after the loading dose.

Weekly schedule

The recommended initial loading dose of trastuzumab is 4 mg/kg body weight. The recommended
weekly maintenance dose of trastuzumab is 2 mg/kg body weight, beginning one week after the
loading dose.

Administration in combination with paclitaxel or docetaxel

In the pivotal trials (H0648g, M77001), paclitaxel or docetaxel was administered the day following the
first dose of trastuzumab (for dose, see the Summary of Product Characteristics (SmPC) for paclitaxel
or docetaxel) and immediately after the subsequent doses of trastuzumab if the preceding dose of
trastuzumab was well tolerated.

Administration in combination with an aromatase inhibitor

In the pivotal trial (BO16216) trastuzumab and anastrozole were administered from day 1. There were
no restrictions on the relative timing of trastuzumab and anastrozole at administration (for dose, see
the SmPC for anastrozole or other aromatase inhibitors).

Early breast cancer

Three-weekly and weekly schedule

As a three-weekly regimen the recommended initial loading dose of trastuzumab is 8 mg/kg body
weight. The recommended maintenance dose of trastuzumab at three-weekly intervals is 6 mg/kg body
weight, beginning three weeks after the loading dose.

As a weekly regimen (initial loading dose of 4 mg/kg followed by 2 mg/kg every week) concomitantly
with paclitaxel following chemotherapy with doxorubicin and cyclophosphamide.

See section 5.1 for chemotherapy combination dosing.

Metastatic gastric cancer

Three-weekly schedule
The recommended initial loading dose is 8 mg/kg body weight. The recommended maintenance dose
at three-weekly intervals is 6 mg/kg body weight, beginning three weeks after the loading dose.

Breast cancer and gastric cancer

Duration of treatment

Patients with MBC or MGC should be treated with trastuzumab until progression of disease.

Patients with EBC should be treated with trastuzumab for 1 year or until disease recurrence, whichever
occurs first; extending treatment in EBC beyond one year is not recommended (see section 5.1).

Dose reduction

No reductions in the dose of trastuzumab were made during clinical trials. Patients may continue
therapy during periods of reversible, chemotherapy-induced myelosuppression but they should be
monitored carefully for complications of neutropenia during this time. Refer to the SmPC for
paclitaxel, docetaxel or aromatase inhibitor for information on dose reduction or delays.
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If left ventricular ejection fraction (LVEF) percentage drops > 10 points from baseline AND to below
50 %, treatment should be suspended and a repeat LVEF assessment performed within approximately
3 weeks. If LVEF has not improved, or has declined further, or if symptomatic congestive heart failure
(CHF) has developed, discontinuation of trastuzumab should be strongly considered, unless the
benefits for the individual patient are deemed to outweigh the risks. All such patients should be
referred for assessment by a cardiologist and followed up.

Missed doses

If the patient has missed a dose of trastuzumab by one week or less, then the usual maintenance dose
(weekly regimen: 2 mg/kg; three-weekly regimen: 6 mg/kg) should be administered as soon as
possible. Do not wait until the next planned cycle. Subsequent maintenance doses should be
administered 7 days or 21 days later according to the weekly or three-weekly schedules, respectively.

If the patient has missed a dose of trastuzumab by more than one week, a re-loading dose of
trastuzumab should be administered over approximately 90 minutes (weekly regimen: 4 mg/kg;

three - weekly regimen: 8 mg/kg) as soon as possible. Subsequent trastuzumab maintenance doses
(weekly regimen: 2 mg/kg; three-weekly regimen 6 mg/kg respectively) should be administered 7 days
or 21 days later according to the weekly or three-weekly schedules respectively.

Special populations

Dedicated pharmacokinetic studies in the elderly and those with renal or hepatic impairment have not
been carried out. In a population pharmacokinetic analysis, age and renal impairment were not shown
to affect trastuzumab disposition.

Paediatric population
There is no relevant use of trastuzumab in the paediatric population.

Method of administration

Trastuzumab loading dose should be administered as a 90-minute intravenous infusion. Do not
administer as an intravenous push or bolus. Trastuzumab intravenous infusion should be administered
by a healthcare provider prepared to manage anaphylaxis and an emergency kit should be available.
Patients should be observed for at least six hours after the start of the first infusion and for two hours
after the start of the subsequent infusions for symptoms like fever and chills or other infusion-related
symptoms (see sections 4.4 and 4.8). Interruption or slowing the rate of the infusion may help control
such symptoms. The infusion may be resumed when symptoms abate.

If the initial loading dose was well tolerated, the subsequent doses can be administered as a 30-minute
infusion.

For instructions on reconstitution of the medicinal product before administration, see section 6.6.

4.3 Contraindications

. Hypersensitivity to the active substance, murine proteins, or to any of the excipients listed
in section 6.1.

e Severe dyspnoea at rest due to complications of advanced malignancy or requiring

supplementary oxygen therapy.
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4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

HER?2 testing must be performed in a specialised laboratory which can ensure adequate validation of
the testing procedures (see section 5.1).

Currently no data from clinical trials are available on re-treatment of patients with previous exposure
to trastuzumab in the adjuvant setting.

Cardiac dysfunction

General considerations

Patients treated with trastuzumab are at increased risk for developing CHF (New York Heart
Association [NYHA] Class II-IV) or asymptomatic cardiac dysfunction. These events have been
observed in patients receiving trastuzumab therapy alone or in combination with paclitaxel or
docetaxel, particularly following anthracycline (doxorubicin or epirubicin) containing chemotherapy.
These may be moderate to severe and have been associated with death (see section 4.8). In addition,
caution should be exercised in treating patients with increased cardiac risk, e.g. hypertension,
documented coronary artery disease, CHF, LVEF of <55 %, older age.

All candidates for treatment with trastuzumab, but especially those with prior anthracycline and
cyclophosphamide (AC) exposure, should undergo baseline cardiac assessment including history and
physical examination, electrocardiogram (ECG), echocardiogram, and/or multigated acquisition
(MUGA) scan or magnetic resonance imaging. Monitoring may help to identify patients who develop
cardiac dysfunction. Cardiac assessments, as performed at baseline, should be repeated every 3 months
during treatment and every 6 months following discontinuation of treatment until 24 months from the
last administration of trastuzumab. A careful risk-benefit assessment should be made before deciding
to treat with trastuzumab.

Trastuzumab may persist in the circulation for up to 7 months after stopping Ogivri treatment based on
population pharmacokinetic analysis of all available data (see section 5.2). Patients who receive
anthracyclines after stopping trastuzumab may possibly be at increased risk of cardiac dysfunction. If
possible, physicians should avoid anthracycline-based therapy for up to 7 months after stopping
trastuzumab. If anthracyclines are used, the patient’s cardiac function should be monitored carefully.

Formal cardiological assessment should be considered in patients in whom there are cardiovascular
concerns following baseline screening. In all patients cardiac function should be monitored during
treatment (e.g. every 12 weeks). Monitoring may help to identify patients who develop cardiac
dysfunction. Patients who develop asymptomatic cardiac dysfunction may benefit from more frequent
monitoring (e.g. every 6 — 8 weeks). If patients have a continued decrease in left ventricular function,
but remain asymptomatic, the physician should consider discontinuing therapy if no clinical benefit of
trastuzumab therapy has been seen.

The safety of continuation or resumption of trastuzumab in patients who experience cardiac
dysfunction has not been prospectively studied. If LVEF percentage drops > 10 points from baseline
AND to below 50 %, treatment should be suspended and a repeat LVEF assessment performed within
approximately 3 weeks. If LVEF has not improved, or declined further, or symptomatic CHF has
developed, discontinuation of trastuzumab should be strongly considered, unless the benefits for the
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individual patient are deemed to outweigh the risks. All such patients should be referred for
assessment by a cardiologist and followed up.

If symptomatic cardiac failure develops during trastuzumab therapy, it should be treated with standard
medicinal products for CHF. Most patients who developed CHF or asymptomatic cardiac dysfunction
in pivotal trials improved with standard CHF treatment consisting of an angiotensin-converting
enzyme (ACE) inhibitor or angiotensin receptor blocker (ARB) and a beta-blocker. The majority of
patients with cardiac symptoms and evidence of a clinical benefit of trastuzumab treatment continued
on therapy without additional clinical cardiac events.

Metastatic breast cancer

Trastuzumab and anthracyclines should not be given concurrently in combination in the MBC setting.
Patients with MBC who have previously received anthracyclines are also at risk of cardiac dysfunction
with trastuzumab treatment, although the risk is lower than with concurrent use of trastuzumab and

anthracyclines.

Early breast cancer

For patients with EBC, cardiac assessments, as performed at baseline, should be repeated every

3 months during treatment and every 6 months following discontinuation of treatment until 24 months
from the last administration of trastuzumab. In patients who receive anthracycline-containing
chemotherapy further monitoring is recommended, and should occur yearly up to 5 years from the last
administration of trastuzumab, or longer if a continuous decrease of LVEF is observed.

Patients with history of myocardial infarction (MI), angina pectoris requiring medical treatment,
history of or existing CHF (NYHA Class II -IV), LVEF of <55 %, other cardiomyopathy, cardiac
arrhythmia requiring medical treatment, clinically significant cardiac valvular disease, poorly
controlled hypertension (hypertension controlled by standard medical treatment eligible), and
hemodynamic effective pericardial effusion were excluded from adjuvant and neoadjuvant EBC
pivotal trials with trastuzumab and therefore treatment cannot be recommended in such patients.

Adjuvant treatment

Trastuzumab and anthracyclines should not be given concurrently in combination in the adjuvant
treatment setting.

In patients with EBC an increase in the incidence of symptomatic and asymptomatic cardiac events
was observed when trastuzumab was administered after anthracycline-containing chemotherapy
compared to administration with a non-anthracycline regimen of docetaxel and carboplatin and was
more marked when trastuzumab was administered concurrently with taxanes than when administered
sequentially to taxanes. Regardless of the regimen used, most symptomatic cardiac events occurred
within the first 18 months. In one of the 3 pivotal studies conducted in which a median follow-up of
5.5 years was available (BCIRG006) a continuous increase in the cumulative rate of symptomatic
cardiac or LVEF events was observed in patients who were administered trastuzumab concurrently
with a taxane following anthracycline therapy up to 2.37 % compared to approximately 1 % in the two
comparator arms (anthracycline plus cyclophosphamide followed by taxane and taxane, carboplatin
and trastuzumab).

Risk factors for a cardiac event identified in four large adjuvant studies included advanced age
(> 50 years), low LVEF (< 55 %) at baseline, prior to or following the initiation of paclitaxel
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treatment, decline in LVEF by 10-15 points, and prior or concurrent use of anti-hypertensive
medicinal products.

In patients receiving trastuzumab after completion of adjuvant chemotherapy, the risk of cardiac
dysfunction was associated with a higher cumulative dose of anthracycline given prior to initiation of
trastuzumab and a body mass index (BMI) > 25 kg/m”.

Neoadjuvant-adjuvant treatment

In patients with EBC eligible for neoadjuvant-adjuvant treatment, trastuzumab should be used
concurrently with anthracyclines only in chemotherapy-naive patients and only with low-dose
anthracycline regimens i.e. maximum cumulative doses of doxorubicin 180 mg/m? or epirubicin
360 mg/m>.

If patients have been treated concurrently with a full course of low-dose anthracyclines and
trastuzumab in the neoadjuvant setting, no additional cytotoxic chemotherapy should be given after
surgery. In other situations, the decision on the need for additional cytotoxic chemotherapy is

determined based on individual factors.

Experience of concurrent administration of trastuzumab with low dose anthracycline regimens is
currently limited to the trial MO16432.

In the pivotal trial MO16432, trastuzumab was administered concutrently with neoadjuvant
chemotherapy containing three cycles of doxorubicin (cumulative dose 180 mg/m?).

The incidence of symptomatic cardiac dysfunction was 1.7 % in the trastuzumab arm.
Clinical experience is limited in patients above 65 years of age.

Infusion-related reactions (IRRs) and hypersensitivity

Serious IRRs to trastuzumab infusion including dyspnoea, hypotension, wheezing, hypertension,
bronchospasm, supraventricular tachyarrhythmia, reduced oxygen saturation, anaphylaxis, respiratory
distress, urticaria and angioedema have been reported (see section 4.8). Pre-medication may be used to
reduce risk of occurrence of these events. The majority of these events occur during or within

2.5 hours of the start of the first infusion. Should an infusion reaction occur the infusion should be
discontinued or the rate of infusion slowed and the patient should be monitored until resolution of all
observed symptoms (see section 4.2). These symptoms can be treated with an analgesic/antipyretic
such as meperidine or paracetamol, or an antihistamine such as diphenhydramine. The majority of
patients experienced resolution of symptoms and subsequently received further infusions of
trastuzumab. Serious reactions have been treated successfully with supportive therapy such as oxygen,
beta agonists, and corticosteroids. In rare cases, these reactions are associated with a clinical course
culminating in a fatal outcome. Patients experiencing dyspnoea at rest due to complications of
advanced malignancy and comorbidities may be at increased risk of a fatal infusion reaction.
Therefore, these patients should not be treated with trastuzumab (see section 4.3).

Initial improvement followed by clinical deterioration and delayed reactions with rapid clinical
deterioration have also been reported. Fatalities have occurred within hours and up to one week
following infusion. On very rare occasions, patients have experienced the onset of infusion symptoms
and pulmonary symptoms more than six hours after the start of the trastuzumab infusion. Patients
should be warned of the possibility of such a late onset and should be instructed to contact their
physician if these symptoms occur.
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Pulmonary events

Severe pulmonary events have been reported with the use of trastuzumab in the post-marketing setting
(see section 4.8). These events have occasionally been fatal. In addition, cases of interstitial lung
disease including lung infiltrates, acute respiratory distress syndrome, pneumonia, pneumonitis,
pleural effusion, respiratory distress, acute pulmonary oedema and respiratory insufficiency have been
reported. Risk factors associated with interstitial lung disease include prior or concomitant therapy
with other anti-neoplastic therapies known to be associated with it such as taxanes, gemcitabine,
vinorelbine and radiation therapy. These events may occur as part of an infusion-related reaction or
with a delayed onset. Patients experiencing dyspnoea at rest due to complications of advanced
malignancy and comorbidities may be at increased risk of pulmonary events. Therefore, these patients
should not be treated with trastuzumab (see section 4.3). Caution should be exercised for pneumonitis,
especially in patients being treated concomitantly with taxanes.

Sorbitol content

Ogivri 150 mg contains 115.2 mg sorbitol in each vial.

Ogivri 420 mg contains 322.6 mg sorbitol in each vial.

Patients with hereditary fructose intolerance (HFI) must not be given this medicinal product unless

strictly necessary.
A detailed history with regards to HFI symptoms has to be taken of each patient prior to being given

this medicinal product.

Sodium

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed. Clinically significant interactions between trastuzumab
and the concomitant medicinal products used in clinical trials have not been observed.

Effect of trastuzumab on the pharmacokinetics of other antineoplastic agents

Pharmacokinetic data from studies BO15935 and M77004 in women with HER2-positive MBC

suggested that exposure to paclitaxel and doxorubicin (and their major metabolites 6- a hydroxyl-

paclitaxel, POH, and doxorubicinol, DOL) was not altered in the presence of trastuzumab (8 mg/kg or
4 mg/kg intravenous loading dose followed by 6 mg/kg q3w or 2 mg/kg qlw intravenous,
respectively).

However, trastuzumab may elevate the overall exposure of one doxorubicin metabolite, (7-deoxy-13
dihydro-doxorubicinone, D7D). The bioactivity of D7D and the clinical impact of the elevation of this
metabolite were unclear.

Data from study JP16003, a single-arm study of trastuzumab (4 mg/kg intravenous loading dose and

2 mg/kg intravenous weekly) and docetaxel (60 mg/m? intravenous) in Japanese women with HER2-
positive MBC, suggested that concomitant administration of trastuzumab had no effect on the single
dose pharmacokinetics of docetaxel. Study JP19959 was a sub study of BO18255 (ToGA) performed
in male and female Japanese patients with advanced gastric cancer (AGC) to study the
pharmacokinetics of capecitabine and cisplatin when used with or without trastuzumab. The results of
this sub study suggested that the exposure to the bioactive metabolites (e.g. 5-FU) of capecitabine was
not affected by concurrent use of cisplatin or by concurrent use of cisplatin plus trastuzumab.
However, capecitabine itself showed higher concentrations and a longer half-life when combined with
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trastuzumab. The data also suggested that the pharmacokinetics of cisplatin were not affected by
concurrent use of capecitabine or by concurrent use of capecitabine plus trastuzumab.

Pharmacokinetic data from Study H4613g/GO01305 in patients with metastatic or locally advanced
inoperable HER2-positive cancer suggested that trastuzumab had no impact on the PK of carboplatin.

Effect of antineoplastic agents on trastuzumab pharmacokinetics

By comparison of simulated serum trastuzumab concentrations after trastuzumab monotherapy

(4 mg/kg loading/2 mg/kg qlw intravenous) and observed serum concentrations in Japanese women
with HER2-positive MBC (study JP16003) no evidence of a PK effect of concurrent administration of
docetaxel on the pharmacokinetics of trastuzumab was found.

Comparison of PK results from two phase II studies (BO15935 and M77004) and one phase III study
(H0648g) in which patients were treated concomitantly with trastuzumab and paclitaxel and two phase
II studies in which trastuzumab was administered as monotherapy (W016229 and MO16982), in
women with HER2-positive MBC indicates that individual and mean trastuzumab trough serum
concentrations varied within and across studies but there was no clear effect of the concomitant
administration of paclitaxel on the pharmacokinetics of trastuzumab. Comparison of trastuzumab PK
data from Study M77004 in which women with HER2-positive MBC were treated concomitantly with
trastuzumab, paclitaxel and doxorubicin to trastuzumab PK data in studies where trastuzumab was
administered as monotherapy (H0649g) or in combination with anthracycline plus cyclophosphamide
or paclitaxel (Study H0648g), suggested no effect of doxorubicin and paclitaxel on the
pharmacokinetics of trastuzumab.

Pharmacokinetic data from Study H4613g/GO01305 suggested that carboplatin had no impact on the
PK of trastuzumab.

The administration of concomitant anastrozole did not appear to influence the pharmacokinetics of
trastuzumab.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should be advised to use effective contraception during treatment
with trastuzumab and for 7 months after treatment has concluded (see section 5.2).

Pregnancy

Reproduction studies have been conducted in Cynomolgus monkeys at doses up to 25 times that of the
weekly human maintenance dose of 2 mg/kg trastuzumab intravenous formulation and have revealed
no evidence of impaired fertility or harm to the foetus. Placental transfer of trastuzumab during the
early (days 20 — 50 of gestation) and late (days 120 — 150 of gestation) foetal development period was
observed. It is not known whether trastuzumab can affect reproductive capacity. As animal
reproduction studies are not always predictive of human response, trastuzumab should be avoided
during pregnancy unless the potential benefit for the mother outweighs the potential risk to the foetus.

In the post-marketing setting, cases of foetal renal growth and/or function impairment in association
with oligohydramnios, some associated with fatal pulmonary hypoplasia of the foetus, have been
reported in pregnant women receiving trastuzumab. Women who become pregnant should be advised
of the possibility of harm to the foetus. If a pregnant woman is treated with trastuzumab, or if a patient
becomes pregnant while receiving trastuzumab or within 7 months following the last dose of
trastuzumab, close monitoring by a multidisciplinary team is desirable.
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Breast-feeding

A study conducted in Cynomolgus monkeys at doses 25 times that of the weekly human maintenance
dose of 2 mg/kg trastuzumab intravenous formulation from days 120 to 150 of pregnancy
demonstrated that trastuzumab is secreted in the milk postpartum. The exposure to trastuzumab in
utero and presence of trastuzumab in the serum of infant monkeys was not associated with any adverse
effects on their growth or development from birth to 1 month of age. It is not known whether
trastuzumab is secreted in human milk. As human IgGl1 is secreted into human milk, and the potential
for harm to the infant is unknown, women should not breast-feed during trastuzumab therapy and for
7 months after the last dose.

Fertility

There is no fertility data available.

4.7 Effects on ability to drive and use machines

Ogivri has a minor influence on the ability to drive and use machines (see section 4.8). Dizziness and
somnolence may occur during treatment with Ogivri (see section 4.8). Patients experiencing infusion-
related symptoms (see section 4.4) should be advised not to drive and use machines until symptoms
abate.

4.8 Undesirable effects

Summary of the safety profile

Amongst the most serious and/or common adverse reactions reported in trastuzumab usage
(intravenous and subcutaneous formulations) to date are cardiac dysfunction, infusion-related
reactions, haematotoxicity (in particular neutropenia), infections and pulmonary adverse reactions.

Tabulated list of adverse reactions

In this section, the following categories of frequency have been used: very common (= 1/10), common
(> 1/100 to < 1/10), uncommeon (> 1/1000 to < 1/100), rare (> 1/10 000 to < 1/1 000), very rare

(< 1/10 000), not known (cannot be estimated from the available data). Within each frequency
grouping, adverse reactions are presented in order of decreasing seriousness.

Presented in Table 1 are adverse reactions that have been reported in association with the use of
intravenous trastuzumab alone or in combination with chemotherapy in pivotal clinical trials and in the
post-marketing setting.

All the terms included are based on the highest percentage seen in pivotal clinical trials. In addition,
terms reported in the post marketing setting are included in Table 1.

Table 1 Undesirable effects reported with intravenous trastuzumab monotherapy or in
combination with chemotherapy in pivotal clinical trials (N = 8386) and in post-marketing

System organ class Adverse reaction Frequency
Infections and infestations | Infection Very common
Nasopharyngitis Very common
Neutropenic sepsis Common
Cystitis Common
Influenza Common
Sinusitis Common
Skin infection e Common
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System organ class Adverse reaction Frequency |
Rhinitis Common
Upper respiratory tract infection Common
Urinary tract infection Common
Pharyngitis Common
Neoplasms benign, Malignant neoplasm progression Not known
malignant and unspecified | Neoplasm progression Not known

(incl. cysts and polyps)

Blood and lymphatic

Febrile neutropenia

Very common

system disorders Anaemia Very common
Neutropenia Very common
White blood cell count Very common
decreased/leukopenia
Thrombocytopenia Very common
Hypoprothrombinaemia Not known
Immune thrombocytopenia Not known

Immune system disorders | Hypersensitivity Common
"Anaphylactic reaction Rare
*Anaphylactic shock Rare

Metabolism and nutrition
disorders

Weight decreased/Weight loss

Very common

Anorexia

Very common

Tumour lysis syndrome Not known
Hyperkalaemia Not known
Psychiatric disorders Insomnia Very common
Anxiety Common
Depression Common
Nervous system disorders | ‘Tremor Very common
Dizziness Very common
Headache Very common
Paraesthesia Very common
Dysgeusia Very common
Peripheral neuropathy Common
Hypertonia Common
Somnolence Common
Eye disorders Conjunctivitis Very common
Lacrimation increased Very common
Dry eye Common
Papilloedema Not known
Retinal haemorrhage Not known
Ear and labyrinth disorders | Deafness Uncommon

Cardiac disorders

' Blood pressure decreased

Very common

' Blood pressure increased

Very common

" Heart beat irregular

Very common

'Cardiac flutter

Very common

Ejection fraction decreased*

Very common

*Cardiac failure (congestive) Common
“'Supraventricular tachyarrhythmia Common
Cardiomyopathy Common
'Palpitation Common
Pericardial effusion Uncommon
Cardiogenic shock Not known

Gallop rhythm present Notkn‘oyy%_-
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System organ class Adverse reaction Frequency
Vascular disorders Hot flush Very common
“THypotension Common
Vasodilatation Common
Respiratory, thoracic and | "Dyspnoea Very common
mediastinal disorders Cough Very common
Epistaxis Very common
Rhinorrhoea Very common
"Pneumonia Common
Asthma Common
Lung disorder Common
"Pleural effusion Common
“"Wheezing Uncommon
Pneumonitis Uncommon
"Pulmonary fibrosis Not known
"Respiratory distress Not known
"Respiratory failure Not known
"Lung infiltration Not known
"Acute pulmonary oedema Not known
"Acute respiratory distress syndrome Not known
“Bronchospasm Not known
"Hypoxia Not known
"Oxygen saturation decreased Not known
Laryngeal oedema Not known
Orthopnoea Not known
Pulmonary oedema Not known
Interstitial lung disease Not known
Gastrointestinal disorders | Diarrhoea Very common
Vomiting Very common
Nausea Very common
"Lip swelling Very common
Abdominal pain Very common
Dyspepsia Very common
Constipation Very common
Stomatitis Very common
Haemorrhoids Common
Dry mouth Common
Hepatobiliary disorders Hepatocellular injury Common
Hepatitis Common
Liver tenderness Common
Jaundice Rare
Skin and subcutaneous Erythema Very common
tissue disorders Rash Very common
'Swelling face Very common
Alopecia Very common
Nail disorder Very common
Palmar-plantar erythrodysaesthesia Very common
syndrome
Acne Common
Dry skin Common
Ecchymosis Common
Hyperhydrosis Common
YroBHOBaXxeHu
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System organ class

Adverse reaction

Frequency

breast disorders

Maculopapular rash Common
Pruritus Common
Onychoclasis Common
Dermatitis Common
Urticaria Uncommon
Angioedema Not known
Musculoskeletal and Arthralgia Very common
connective tissue disorders | "Muscle tightness Very common
Myalgia Very common
Arthritis Common
Back pain Common
Bone pain Common
Muscle spasms Common
Neck Pain Common
Pain in extremity Common
Renal and urinary disorders | Renal disorder Common
Glomerulonephritis membranous Not known
Glomerulonephropathy Not known
Renal failure Not known
Pregnancy, puerperium and | Oligohydramnios Not known
perinatal conditions Renal hypoplasia Not known
Pulmonary hypoplasia Not known
Reproductive system and | Breast inflammation/mastitis Common

General disorders and
administration site
conditions

Asthenia Very common
Chest pain Very common
Chills Very common
Fatigue Very common

Influenza-like symptoms

Very common

Infusion related reaction

Very common

Pain

Very common

Pyrexia

Very common

Mucosal inflammation

Very common

Peripheral oedema

Very common

procedural complications

Malaise Common
Oedema Common
Injury, poisoning and Contusion Common

* Denotes adverse reactions that have been reported in association with a fatal outcome.

! Denotes adverse reactions that are reported largely in association with Infusion-related reactions. Specific

percentages for these are not available.
* Observed with combination therapy following anthracyclines and combined with taxanes

Description of selected adverse reactions

Cardiac dysfunction

Congestive heart failure (NYHA Class Il — I'V) is a common adverse reaction associated with the use
of trastuzumab and has been associated with a fatal outcome (see section 4.4). Signs and symptoms of
cardiac dysfunction such as dyspnoea, orthopnoea, increased cough, pulmonary oedema, S3 gallop, or
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reduced ventricular ejection fraction, have been observed in patients treated with trastuzumab (see
section 4.4).

In 3 pivotal clinical trials of adjuvant trastuzumab given in combination with chemotherapy, the
incidence of grade 3/4 cardiac dysfunction (specifically symptomatic Congestive Heart Failure) was
similar in patients who were administered chemotherapy alone (i.e. did not receive trastuzumab) and
in patients who were administered trastuzumab sequentially after a taxane (0.3 - 0.4 %). The rate was
highest in patients who were administered trastuzumab concurrently with a taxane (2.0 %). In the
neoadjuvant setting, the experience of concurrent administration of trastuzumab and low dose
anthracycline regimen is limited (see section 4.4).

When trastuzumab was administered after completion of adjuvant chemotherapy NYHA Class III - IV
heart failure was observed in 0.6 % of patients in the one-year arm after a median follow-up of

12 months. In study BO16348, after a median follow-up of 8 years the incidence of severe CHF
(NYHA Class III & IV) in the trastuzumab 1 year treatment arm was 0.8 %, and the rate of mild
symptomatic and asymptomatic left ventricular dysfunction was 4.6 %.

Reversibility of severe CHF (defined as a sequence of at least two consecutive LVEF values > 50 %
after the event) was evident for 71.4 % of trastuzumab-treated patients. Reversibility of mild
symptomatic and asymptomatic left ventricular dysfunction was demonstrated for 79.5 % of patients.
Approximately 17 % of cardiac dysfunction related events occurred after completion of trastuzumab.

In the pivotal metastatic trials of intravenous trastuzumab, the incidence of cardiac dysfunction varied
between 9 % and 12 % when it was combined with paclitaxel compared with 1 % — 4 % for paclitaxel
alone. For monotherapy, the rate was 6 % — 9 %. The highest rate of cardiac dysfunction was seen in
patients receiving trastuzumab concurrently with anthracycline/cyclophosphamide (27 %), and was
significantly higher than for anthracycline/cyclophosphamide alone (7 % — 10 %). In a subsequent trial
with prospective monitoring of cardiac function, the incidence of symptomatic CHF was 2.2 % in
patients receiving trastuzumab and docetaxel, compared with 0 % in patients receiving docetaxel
alone. Most of the patients (79 %) who developed cardiac dysfunction in these trials experienced an
improvement after receiving standard treatment for CHF.

Infusion reactions, allergic-like reactions and hypersensitivity

It is estimated that approximately 40 % of patients who are treated with trastuzumab will experience
some form of infusion-related reaction. However, the majority of infusion-related reactions are mild to
moderate in intensity (NCI-CTC grading system) and tend to occur eatlier in treatment, i.e. during
infusions one, two and three and lessen in frequency in subsequent infusions. Reactions include chills,
fever, dyspnoea, hypotension, wheezing, bronchospasm, tachycardia, reduced oxygen saturation,
respiratory distress, rash, nausea, vomiting and headache (see section 4.4). The rate of infusion-related
reactions of all grades varied between studies depending on the indication, the data collection
methodology, and whether trastuzumab was given concurrently with chemotherapy or as
monotherapy.

Severe anaphylactic reactions requiring immediate additional intervention can occur usually during
either the first or second infusion of trastuzumab (see section 4.4) and have been associated with a
fatal outcome.

Anaphylactoid reactions have been observed in isolated cases.

Haematotoxicity

Febrile neutropenia, leukopenia, anaemia, thrombocytopenia and neutropenia occurred very
commonly. The frequency of occurrence of hypoprothrombinemia is not known. The risk of
neutropenia may be slightly increased when trastuzumab is administered with docetaxel following
anthracycline therapy.
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Pulmonary events

Severe pulmonary adverse reactions occur in association with the use of trastuzumab and have been
associated with a fatal outcome. These include, but are not limited to, pulmonary infiltrates, acute
respiratory distress syndrome, pneumonia, pneumonitis, pleural effusion, respiratory distress, acute
pulmonary oedema and respiratory insufficiency (see section 4.4).

Details of risk minimisation measures that are consistent with the EU Risk Management Plan are
presented in (section 4.4) Warnings and Precautions.

Immunogenicity

In the neoadjuvant-adjuvant EBC study (BO22227), at a median follow-up exceeding 70 months,
10.1 % (30/296) of patients treated with trastuzumab intravenous developed antibodies against
trastuzumab.

Neutralizing anti-trastuzumab antibodies were detected in post-baseline samples in 2 of 30 patients in
the trastuzumab intravenous arm.

The clinical relevance of these antibodies is not known. The presence of anti-trastuzumab antibodies
had no impact on pharmacokinetics, efficacy (determined by pathological Complete Response [pCR]
and event free survival [EFS]) and safety determined by occurrence of administration related reactions
(ARRs) of trastuzumab intravenous.

There are no immunogenicity data available for trastuzumab in gastric cancer.

Switching treatment between trastuzumab intravenous and trastuzumab subcutaneous formulation and
vice versa.

Study M0O22982 investigated switching between the trastuzumab intravenous and trastuzumab
subcutaneous formulation with a primary objective to evaluate patient preference for either
intravenous or the subcutaneous route of trastuzumab administration. In this trial, 2 cohorts (one using
subcutaneous formulation in vial and one using subcutaneous formulation in administration system)
were investigated using a 2-arm, cross-over design with 488 patients being randomized to one of two
different three-weekly Trastuzumab treatment sequences (intravenous [Cycles 1 - 4]— subcutaneous
[Cycles 5 - 8], or subcutaneous [Cycles 1 - 4]— intravenous [Cycles 5 - 8]). Patients were either naive
to trastuzumab intravenous treatment (20.3 %) or pre-exposed to trastuzumab intravenous (79.7 %).
For the sequence intravenous — subcutaneous (subcutaneous vial and subcutaneous formulation in
administration system cohorts combined), adverse event rates (all grades) were described pre-
switching (Cycles 1 - 4) and post-switching (Cycles 5 - 8) as 53.8 % vs. 56.4 %, respectively; for the
sequence subcutaneous — intravenous (subcutaneous vial and subcutaneous formulation in
administration system cohorts combined), adverse event rates (all grades) were described pre- and
post-switching as 65.4 % vs. 48.7 %, respectively.

Pre-switching rates (Cycles 1 - 4) for serious adverse events, grade 3 adverse events and treatment
discontinuations due to adverse events were low (< 5 %) and similar to post-switching rates

(Cycles 5 - 8). No grade 4 or grade 5 adverse events were reported.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

YrNOBHOBaXKeHu
npeacTaBHUK /

16 ; i

”.
L/

e

KATEPUHA QEIBKIBN




4.9 Overdose

There is no experience with overdose in human clinical trials. Single doses of trastuzumab alone
greater than 10 mg/kg have not been administered in the clinical trials; a maintenance dose of

10 mg/kg q3w following a loading dose of 8 mg/kg has been studied in a clinical trial with metastatic
gastric cancer patients. Doses up to this level were well tolerated.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies, ATC code: L01XC03

Ogivri is a biosimilar medicinal product. Detailed information is available on the website of the
European Medicines Agency http://www.ema.europa.eu.

Trastuzumab is a recombinant humanised IgG1 monoclonal antibody against the human epidermal
growth factor receptor 2 (HER2). Overexpression of HER2 is observed in 20 % - 30 % of primary
breast cancers. Studies of HER2-positivity rates in gastric cancer (GC) using immunohistochemistry
(IHC) and fluorescence in situ hybridization (FISH) or chromogenic in situ hybridization (CISH) have
shown that there is a broad variation of HER2-positivity ranging from 6.8 % to 34.0 % for IHC and
7.1 % to 42.6 % for FISH. Studies indicate that breast cancer patients whose tumours overexpress
HER?2 have a shortened disease-free survival compared to patients whose tumours do not overexpress
HER?2. The extracellular domain of the receptor (ECD, p105) can be shed into the blood stream and
measured in serum samples.

Mechanism of action

Trastuzumab binds with high affinity and specificity to sub-domain IV, a juxta-membrane region of
HER2’s extracellular domain. Binding of trastuzumab to HER2 inhibits ligand-independent HER2
signalling and prevents the proteolytic cleavage of its extracellular domain, an activation mechanism
of HER2. As a result, trastuzumab has been shown, in both in vitro assays and in animals, to inhibit
the proliferation of human tumour cells that overexpress HER2. Additionally, trastuzumab is a potent
mediator of antibody-dependent cell-mediated cytotoxicity (ADCC). In vitro, trastuzumab-mediated
ADCC has been shown to be preferentially exerted on HER2 overexpressing cancer cells compared
with cancer cells that do not overexpress HER2.

Detection of HER2 overexpression or HER2 gene amplification

Detection of HER2 overexpression or HER2 gene amplification in breast cancer

Trastuzumab should only be used in patients whose tumours have HER2 overexpression or HER2
gene amplification as determined by an accurate and validated assay. HER2 overexpression should be
detected using an immunohistochemistry (IHC)-based assessment of fixed tumour blocks (see

section 4.4). HER2 gene amplification should be detected using fluorescence in situ hybridisation
(FISH) or chromogenic in sifu hybridisation (CISH) of fixed tumour blocks. Patients are eligible for
Ogivri treatment if they show strong HER2 overexpression as described by a 3+ score by IHC or a
positive FISH or CISH result.

To ensure accurate and reproducible results, the testing must be performed in a specialised laboratory,
which can ensure validation of the testing procedures.
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The recommended scoring system to evaluate the IHC staining patterns is as stated in Table 2:

Table 2 Recommended scoring system to evaluate the IHC staining patterns in breast cancer

Score Staining pattern HER?2 overexpression
assessment
0 No staining is observed or membrane staining is Negative
observed in < 10 % of the tumour cells
1+ A faint/barely perceptible membrane staining is Negative

detected in > 10 % of the tumour cells. The cells are
only stained in part of their membrane.

2+ A weak to moderate complete membrane staining is Equivocal
detected in > 10 % of the tumour cells.
3+ Strong complete membrane staining is detected in Positive

> 10 % of the tumour cells.

In general, FISH is considered positive if the ratio of the HER2 gene copy number per tumour cell to
the chromosome 17 copy number is greater than or equal to 2, or if there are more than 4 copies of the
HER2 gene per tumour cell if no chromosome 17 control is used.

In general, CISH is considered positive if there are more than 5 copies of the HER2 gene per nucleus
in greater than 50 % of tumour cells.

For full instructions on assay performance and interpretation please refer to the package inserts of
validated FISH and CISH assays. Official recommendations on HER2 testing may also apply.

For any other method that may be used for the assessment of HER2 protein or gene expression, the
analyses should only be performed by laboratories that provide adequate state-of-the-art performance
of validated methods. Such methods must clearly be precise and accurate enough to demonstrate
overexpression of HER2 and must be able to distinguish between moderate (congruent with 2+) and
strong (congruent with 3+) overexpression of HER2.

Detection of HER2 over expression or HER2 gene amplification in gastric cancer

Only an accurate and validated assay should be used to detect HER2 over expression or HER2 gene
amplification. THC is recommended as the first testing modality and in cases where HER2 gene
amplification status is also required, either a silver-enhanced in sifu hybridization (SISH) or a FISH
technique must be applied. SISH technology is however, recommended to allow for the parallel
evaluation of tumour histology and morphology. To ensure validation of testing procedures and the
generation of accurate and reproducible results, HER2 testing must be performed in a laboratory
staffed by trained personnel. Full instructions on assay performance and results interpretation should
be taken from the product information leaflet provided with the HER2 testing assays used.

In the ToGA (BO18255) trial, patients whose tumours were either IHC3+ or FISH positive were
defined as HER2 positive and thus included in the trial. Based on the clinical trial results, the
beneficial effects were limited to patients with the highest level of HER2 protein overexpression,
defined by a 3+ score by IHC, or a 2+ score by IHC and a positive FISH result.

In a method comparison study (study D008548) a high degree of concordance (> 95 %) was observed
for SISH and FISH techniques for the detection of HER2 gene amplification in gastric cancer patients.
HER?2 over expression should be detected using an immunohistochemistry (IHC)-based assessment of
fixed tumour blocks; HER2 gene amplification should be detected using in situ hybridisation using
either SISH or FISH on fixed tumour blocks.
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The recommended scoring system to evaluate the IHC staining patterns is as stated in Table 3:

Table 3 Recommended scoring system to evaluate the IHC staining patterns in gastric cancer

Score Surgical specimen - staining [Biopsy specimen — HER2
pattern staining pattern overexpression
assessment
[No reactivity or membranous  |[No reactivity or membranous
0 reactivity in < 10 % of tumour [reactivity in any tumour cell [Negative
cells
Faint/barely perceptible Tumour cell cluster with a faint/
1+ membranous reactivity in barely perceptible membranous [Negative

> 10 % of tumour cells; cells  [reactivity irrespective of
are reactive only in part of their [percentage of tumour cells stained

membrane
Weak to moderate complete,  [Tumour cell cluster with a weak
2+ basolateral or lateral to moderate complete, basolateral [Equivocal
membranous reactivity in or lateral membranous reactivity
> 10 % of tumour cells irrespective of percentage of

tumour cells stained

Strong complete, basolateral or [Tumour cell cluster with a strong
3+ lateral membranous reactivity injcomplete, basolateral or lateral ~ |Positive
> 10 % of tumour cells membranous reactivity
irrespective of percentage of
tumour cells stained

In general, SISH or FISH is considered positive if the ratio of the HER2 gene copy number per tumour
cell to the chromosome 17 copy number is greater than or equal to 2.

Clinical efficacy and safety

Metastatic breast cancer

Trastuzumab has been used in clinical trials as monotherapy for patients with MBC who have tumours
that overexpress HER2 and who have failed one or more chemotherapy regimens for their metastatic
disease (trastuzumab alone).

Trastuzumab has also been used in combination with paclitaxel or docetaxel for the treatment of
patients who have not received chemotherapy for their metastatic disease. Patients who had prev10usly
received anthracycline-based adjuvant chemotherapy were treated with paclitaxel (175 mg/m? infused
over 3 hours) with or without trastuzumab. In the pivotal trial of docetaxel (100 mg/m? infused over

1 hour) with or without trastuzumab, 60 % of the patients had received prior anthracycline-based
adjuvant chemotherapy. Patients were treated with trastuzumab until progression of disease.

The efficacy of trastuzumab in combination with paclitaxel in patients who did not receive prior
adjuvant anthracyclines has not been studied. However, trastuzumab plus docetaxel was efficacious in
patients whether or not they had received prior adjuvant anthracyclines.

The test method for HER2 overexpression used to determine eligibility of patients in the pivotal
trastuzumab monotherapy and trastuzumab plus paclitaxel clinical trials employed
immunohistochemical staining for HER2 of fixed material from breast tumours using the murine
monoclonal antibodies CB11 and 4D5. These tissues were fixed in formalin or Bouin’s fixative. This
investigative clinical trial assay performed in a central laboratory utilised a 0 to 3+ scale. Patients
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classified as staining 2+ or 3+ were included, while those staining 0 or 1+ were excluded. Greater than
70 % of patients enrolled exhibited 3+ overexpression. The data suggest that beneficial effects were

greater among those patients with higher levels of overexpression of HER2 (3+).

The main test method used to determine HER2 positivity in the pivotal trial of docetaxel, with or
without trastuzumab, was immunohistochemistry. A minority of patients was tested using fluorescence
in-situ hybridisation (FISH). In this trial, 87 % of patients entered had disease that was IHC3+, and

95 % of patients entered had disease that was IHC3+ and/or FISH-positive.

Weekly dosing in metastatic breast cancer
The efficacy results from the monotherapy and combination therapy studies are summarised in

Table 4:

Table 4 Efficacy results from the monotherapy and combination therapy studies

IParameter [Monotherapy [Combination therapy
Trastuzumab!| Trastuzumab | Paclitaxel* [Trastuzuma| Docetaxel®
plus b plus
N=172 paclitaxel® N=77 | docetaxel® N=94
N =68 N=92
Response rate 18 % 49 % 17 % 61 % 34 %
(95 %CI) (13 -25) (36 -61) 9-27) (50-71) (25-45)
Median duration of 9.1 83 4.6 11.7 5.7
response (months) | (5.6-10.3) (7.3 -8.8) (3.7-74) (4.6 -7.6)
(95 %CI) (9.3-15.0)
Median TTP 3.2 7.1 3.0 11.7 6.1
(months) (95 %CI) | (2.6-3.5) (62-12.0) | (2.0-4.4) |(92-13.5)| (54-7.2)
Median Survival 16.4 24.8 17.9 31.2 22.74
(months) (95 %CI) | (12.3 -ne) (18.6-33.7) |(11.2-23.8)((27.3 - 40.8)| (19.1-30.8)

TTP = time to progression; "ne" indicates that it could not be estimated or it was not yet reached.
1. Study H0649¢g: IHC3+ patient subset
2. Study H0648g: THC3+ patient subset
3. Study M77001: Full analysis set (intent-to-treat), 24 months results

Combination treatment with trastuzumab and anastrozole
Trastuzumab has been studied in combination with anastrozole for first line treatment of MBC in
HER2 overexpressing, hormone-receptor (i.e. estrogen-receptor (ER) and/or progesterone-receptor
(PR)) positive postmenopausal patients. Progression free survival was doubled in the trastuzumab plus
anastrozole arm compared to anastrozole (4.8 months versus 2.4 months). For the other parameters the
improvements seen for the combination were for overall response (16.5 % versus 6.7 %); clinical
benefit rate (42.7 % versus 27.9 %); time to progression (4.8 months versus 2.4 months). For time to
response and duration of response no difference could be recorded between the arms. The median
overall survival was extended by 4.6 months for patients in the combination arm. The difference was
not statistically significant, however more than half of the patients in the anastrozole alone arm
crossed over to a trastuzumab containing regimen after progression of disease.
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Three -weekly dosing in metastatic breast cancer

The efficacy results from the non-comparative monotherapy and combination therapy studies are
summarised in Table 5:

Table 5 Efficacy results from the non-comparative monotherapy and combination therapy

studies

Parameter Monotherapy Combination therapy
Trastuzumab' | Trastuzumab’ | Trastuzumab plus | Trastuzumab plus
paclitaxeP docetaxel®
N=105 N=72 N =32 N=110
Response rate 24 % (15-35) | 27 % (14 - 43) 59 % (41 - 76) 73 % (63 - 81)
(95 %CI)
Median duration of |10.1 (2.8 —35.6)| 7.9 (2.1 - 18.8) 10.5(1.8-21) 13.4 (2.1-55.1)
response (months)
(range)
Median TTP 34(28-4.1) | 7.7(4.2-83) 12.2 (6.2 -ne) 13.6 (11 - 16)
(months) (95 %CI)
Median Survival ne ne ne 47.3 (32 -ne)
(months) (95 %CI)

TTP = time to progression; "ne" indicates that it could not be estimated or it was not yet reached.
1. Study WO16229: loading dose 8 mg/kg, followed by 6 mg/kg 3 weekly schedule

2. Study MO16982: loading dose 6 mg/kg weekly x 3; followed by 6 mg/kg 3-weekly schedule
3. Study BO15935
4,  Study MO16419

Sites of progression

The frequency of progression in the liver was significantly reduced in patients treated with the
combination of trastuzumab and paclitaxel, compared to paclitaxel alone (21.8 % versus 45.7 %;

p = 0.004). More patients treated with trastuzumab and paclitaxel progressed in the central nervous
system than those treated with paclitaxel alone (12.6 % versus 6.5 %; p = 0.377).

Early breast cancer (adjuvant setting)

EBC is defined as non-metastatic primary invasive carcinoma of the breast.

In the adjuvant treatment setting, trastuzumab was investigated in 4 large multicentre, randomised,
trials.

- Study BO16348 was designed to compare one and two years of three-weekly trastuzumab
treatment versus observation in patients with HER2 positive EBC following surgery, established
chemotherapy and radiotherapy (if applicable). In addition, comparison of two years of
trastuzumab treatment versus one year of trastuzumab treatment was performed. Patients
assigned to receive trastuzumab were given an initial loading dose of 8 mg/kg, followed by
6 mg/kg every three weeks for either one or two years.

- The NSABP B-31 and NCCTG N9831 studies that comprise the joint analysis were designed to
investigate the clinical utility of combining trastuzumab treatment with paclitaxel following AC
chemotherapy; additionally, the NCCTG N9831 study also investigated adding trastuzumab
sequentially to AC—P chemotherapy in patients with HER2 positive EBC following surgery.

- The BCIRG 006 study was designed to investigate combining trastuzumab treatment with
docetaxel either following AC chemotherapy or in combination with docetaxel and carboplatin
in patients with HER2 positive EBC following surgery.
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EBC in the HERA trial was limited to operable, primary, invasive adenocarcinoma of the breast, with
axillary nodes positive or axillary nodes negative if tumours at least 1 cm in diameter.

In the joint analysis of the NSABP B-31 and NCCTG N9831 studies, EBC was limited to women with
operable breast cancer at high risk, defined as HER2-positive and axillary lymph node positive or
HER2 positive and lymph node negative with high risk features (tumour size > 1 cm and ER negative
or tumour size > 2 ¢m, regardless of hormonal status).

In the BCIRG 006 study HER2 positive, EBC was defined as either lymph node positive or high risk
node negative patients with no (pNO) lymph node involvement, and at least 1 of the following factors:
tumour size greater than 2 cm, estrogen receptor and progesterone receptor negative, histological
and/or nuclear grade 2 - 3, or age < 35 years).

The efficacy results from the BO16348 trial following 12 months* and 8 years** median follow-up

are summarized in Table 6:

Table 6 Efficacy results from study BO16348

Median follow-up

Median follow-up

12 months* 8 years**
Parameter Observation | Trastuzumab | Observation | Trastuzumab
N =1693 1 Year N =1697%** 1 Year

N =1693 N=1702%**
Disease-free survival
- No. patients with event 219 (12.9 %) 127 (7.5 %) 570 (33.6 %) 471 (27.7 %)
- No. patients without event 1474 (87.1 %) 1566 (92.5%) | 1127 (66.4 %) 1231 (72.3 %)
P-value versus Observation <0.0001 < 0.0001
Hazard Ratio versus Observation 0.54 0.76
Recurrence-free survival
- No. patients with event 208 (12.3 %) 113 (6.7 %) 506 (29.8 %) 399 (23.4 %)
- No. patients without event 1485 (87.7%) 1580(93.3 %) | 1191 (70.2%) 1303 (76.6 %)
P-value versus Observation <0.0001 < (0.0001
Hazard Ratio versus Observation 0.51 0.73
Distant disease-free survival
- No. patients with event 184 (10.9 %) 99 (5.8 %) 488 (28.8 %) 399 (23.4 %)
- No. patients without event 1508 (89.1 %) 1594 (94.6 %) | 1209 (71.2%) 1303 (76.6 %)
P-value versus Observation <0.0001 <0.0001
Hazard Ratio versus Observation 0.50 0.76
Overall survival (death)
- No. patients with event 40 (2.4 %) 31 (1.8 %) 350 (20.6 %) 278 (16.3 %)
- No. patients without event 1653 (97.6 %) 1662 (98.2%) | 1347 (79.4 %) 1424 (83.7 %)
P-value versus Observation 0.24 0.0005
Hazard Ratio versus Observation 0.75 0.76

*Co-primary endpoint of DFS of 1 year versus observation met the pre-defined statistical boundary
**Final analysis (including crossover of 52 % of patients from the observation arm to trastuzumab)
*** There is a discrepancy in the overall sample size due to a small number of patients who were randomised
after the cut-off date for the 12 month median follow-up analysis

The efficacy results from the interim efficacy analysis crossed the protocol pre-specified statistical
boundary for the comparison of 1 year of trastuzumab versus observation. After a median follow-up of
12 months, the hazard ratio (HR) for disease free survival (DFS) was 0.54 (95 % Cl 0.44, 0.67) which
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translates into an absolute benefit, in terms of a 2-year disease-free survival rate, of 7.6 percentage
points (85.8 % versus 78.2 %) in favour of the trastuzumab arm.

A final analysis was performed after a median follow-up of 8 years, which showed that 1 year
trastuzumab treatment is associated with a 24 % risk reduction compared to observation only

(HR = 0.76, 95 % CI 0.67, 0.86). This translates into an absolute benefit in terms of an 8 year disease
free survival rate of 6.4 percentage points in favour of 1 year trastuzumab treatment.

In this final analysis, extending trastuzumab treatment for a duration of two years did not show
additional benefit over treatment for 1 year [DFS HR in the intent to treat (ITT) population of 2 years
versus 1 year = 0.99 (95 % CI: 0.87, 1.13), p-value = 0.90 and OS HR = 0.98 (0.83, 1.15); p-

value = 0.78]. The rate of asymptomatic cardiac dysfunction was increased in the 2-year treatment arm
(8.1 % versus 4.6 % in the 1 -year treatment arm). More patients experienced at least one grade 3 or 4
adverse event in the 2 -year treatment arm (20.4 %) compared with the 1 -year treatment arm (16.3 %).

In the NSABP B-31 and NCCTG N9831 studies trastuzumab was administered in combination with
paclitaxel, following AC chemotherapy.

Doxorubicin and cyclophosphamide were administered concurrently as follows:

- intravenous push doxorubicin, at 60 mg/ m?, given every 3 weeks for 4 cycles.

- intravenous cyclophosphamide, at 600 mg/ m? over 30 minutes, given every 3 weeks for
4 cycles

Paclitaxel, in combination with trastuzumab, was administered as follows:

- intravenous paclitaxel — 80 mg/ m? as a continuous intravenous infusion, given every week for
12 weeks.

Or

- intravenous paclitaxel — 175 mg/ m? as a continuous intravenous infusion, given every 3 weeks
for 4 cycles (day 1 of each cycle).

The efficacy results from the joint analysis of the NSABP B-31 and NCCTG N9831 trials at the time
of the definitive analysis of DFS* are summarized in Table 7. The median duration of follow up was
1.8 years for the patients in the AC—P arm and 2.0 years for patients in the AC—PH arm.

Table 7 Summary of efficacy results from the joint analysis of the NSABP B-31 and NCCTG
N9831 trials at the time of the definitive DFS analysis*

Parameter AC—P AC—PH Hazard ratio vs
(n=1679) (n =1672) AC—P
(95 % CI)
p-value
Disease-free survival
No. patients with event (%) 261 (15.5) 133 (8.0) 0.48 (0.39, 0.59)
p <0.0001
Distant Recurrence
No. patients with event 193 (11.5) 96 (5.7) 0.47 (0.37, 0.60)
p <0.0001
Death (OS event):
No. patients with event 92 (5.5) 62 (3.7) 0.67 (0.48, 0.92)
p=0.014**

A: doxorubicin; C: cyclophosphamide; P: paclitaxel; H: trastuzumab

* At median duration of follow up of 1.8 years for the patients in the AC—P arm and 2.0 years for patients in the
AC—PH arm

** b value for OS did not cross the pre-specified statistical boundary for comparison of AC—PH vs. AC—P
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For the primary endpoint, DFS, the addition of trastuzumab to paclitaxel chemotherapy resulted in a
52 9% decrease in the risk of disease recurrence. The hazard ratio translates into an absolute benefit, in
terms of 3 -year disease-free survival rate estimates of 11.8 percentage points (87.2 % versus 75.4 %)
in favour of the AC—PH (trastuzumab) arm.

At the time of a safety update after a median of 3.5 - 3.8 years follow up, an analysis of DFS
reconfirms the magnitude of the benefit shown in the definitive analysis of DFS. Despite the cross-
over to trastuzumab in the control arm, the addition of trastuzumab to paclitaxel chemotherapy
resulted in a 52 % decrease in the risk of disease recurrence. The addition of trastuzumab to paclitaxel
chemotherapy also resulted in a 37 % decrease in the risk of death.

The pre-planned final analysis of OS from the joint analysis of studies NSABP B-31 and NCCTG
N9831 was performed when 707 deaths had occurred (median follow-up 8.3 years in the AC—P H
group). Treatment with AC—PH resulted in a statistically significant improvement in OS compared
with AC—P (stratified HR = 0.64; 95 % CI [0.55, 0.74]; log-rank p-value < 0.0001). At 8 years, the
survival rate was estimated to be 86.9 % in the AC—PH arm and 79.4 % in the AC—P arm, an
absolute benefit of 7.4 % (95 % CI1 4.9 %, 10.0 %).

The final OS results from the joint analysis of studies NSABP B-31 and NCCTG N9831 are
summarized in Table 8 below:

Table 8 Final overall survival analysis from the joint analysis of trials NSABP B-31 and NCCTG
N9831

Parameter AC—P AC—PH p-value versus | Hazard ratio
(N =2032) (N =2031) AC—P versus AC—P
95 % CI)
Death (OS event):
INo. patients with event (%0) 418 (20.6 %) 289 (14.2 %) < 0.0001 0.64
(0.55,0.74)

A: doxorubicin; C: cyclophosphamide; P: paclitaxel; H: trastuzumab

DFS analysis was also performed at the final analysis of OS from the joint analysis of studies NSABP
B-31 and NCCTG N9831. The updated DFS analysis results (stratified HR = 0.61; 95 % CI [0.54,
0.69]) showed a similar DFS benefit compared to the definitive primary DFS analysis, despite 24.8 %
patients in the AC—P arm who crossed over to receive trastuzumab. At 8 years, the disease-free
survival rate was estimated to be 77.2 % (95 % CI: 75.4, 79.1) in the AC—PH arm, an absolute benefit
of 11.8 % compared with the AC—P arm.

In the BCIRG 006 study trastuzumab was administered either in combination with docetaxel,
following AC chemotherapy (AC—DH) or in combination with docetaxel and carboplatin (DCarbH).

Docetaxel was administered as follows:

- intravenous docetaxel — 100 mg/m? as an intravenous infusion over 1 hour, given every 3 weeks
for 4 cycles (day 2 of first docetaxel cycle, then day 1 of each subsequent cycle).

or

- intravenous docetaxel — 75 mg/m? as an intravenous infusion over 1 hour, given every 3 weeks
for 6 cycles (day 2 of cycle 1, then day 1 of each subsequent cycle).

which was followed by:

- carboplatin — at target AUC = 6 mg/mL/min administered by intravenous infusion over
30 - 60 minutes repeated every 3 weeks for a total of six cycles.

Trastuzumab was administered weekly with chemotherapy and 3 weekly thereafter for a total of
52 weeks.
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The efficacy results from the BCIRG 006 are summarized in Tables 9 and 10. The median duration of

follow up was 2.9 years in the AC—D arm and 3.0 years in each of the AC—DH and DCarbH arms.

Table 9 Overview of efficacy analyses BCIRG 006 AC—D versus AC>DH

Parameter AC—D AC—DH Hazard ratio vs
(n=1073) (n=1074) AC—D
95 % CI)
p-value
Disease-free survival 195 134 0.61 (0.49, 0.77)
No. patients with event p <0.0001
Distant recurrence 144 95 0.59 (0.46, 0.77)
No. patients with event p <0.0001
Death (OS event) 80 49 0.58 (0.40, 0.83)
No. patients with event p=10.0024

AC—D = doxorubicin plus cyclophosphamide, followed by docetaxel; AC—DH = doxorubicin plus
cyclophosphamide, followed by docetaxel plus trastuzumab; CI = confidence interval

Table 10 Overview of efficacy analyses BCIRG 006 AC—D versus DCarbH

Parameter AC—D DCarbH Hazard ratio vs
(0 =1073) (n=1074) AC—D
95 % CI)
p-value
Disease-free survival 195 145 0.67 (0.54, 0.83)
No. patients with event p = 0.0003
Distant recurrence 144 103 0.65 (0.50, 0.84)
No. patients with event p=10.0008
Death (OS event) 80 56 0.66 (0.47, 0.93)
No. patients with event p=10.0182

AC—D = doxorubicin plus cyclophosphamide, followed by docetaxel; DCarbH = docetaxel,

carboplatin and trastuzumab; CI = confidence interval

In the BCIRG 006 study for the primary endpoint, DFS, the hazard ratio translates into an absolute

benefit, in terms of 3 -year disease-free survival rate estimates of 5.8 percentage points (86.7 % versus

80.9 %) in favour of the AC—DH (trastuzumab) arm and 4.6 percentage points (85.5 % versus

80.9 %) in favour of the DCarbH (trastuzumab) arm compared to AC—D.

In study BCIRG 006, 213/1075 patients in the DCarbH (TCH) arm, 221/1074 patients in the AC—~DH

(AC—TH) arm, and 217/1073 in the AC—~D (AC—T) arm had a Karnofsky performance status < 90
(either 80 or 90). No disease-free survival (DFS) benefit was noticed in this subgroup of patients

(hazard ratio = 1.16, 95 % CI [0.73, 1.83] for DCarbH (TCH) versus AC—~D (AC—T); hazard ratio

0.97, 95 % CI [0.60, 1.55] for AC—~DH (AC—TH) versus AC—D).

In addition, a post-hoc exploratory analysis was performed on the data sets from the joint analysis (JA)

NSABP B-31/NCCTG N9831* and BCIRG006 clinical studies combining DFS events and
symptomatic cardiac events and summarised in Table 11:

YNOBHOBaMERAE

__KATE

PUHA OEbKIB




Table 11 Post-Hoc exploratory analysis results from the joint analysis NSABP B-31/NCCTG
N9831 and BCIRG006 clinical studies combining DFS events and symptomatic cardiac events

AC—PH AC—DH DCarbH
(vs. AC—P) (vs. AC—D) (vs. AC—D)
(NSABP B-31 and (BCIRG 006) (BCIRG 006)
NCCTG N9831)*
Primary efficacy analysis
DFS Hazard ratios 0.48 0.61 0.67
(95 % CI) (0.39,0.59) (0.49,0.77) (0.54, 0.83)
p-value p <0.0001 p <0.0001 p =0.0003
Long term follow-up efficacy
analysis**
DFS Hazard ratios 0.61 0.72 0.77
95 % CI) (0.54, 0.69) (0.61, 0.85) (0.65, 0.90)
p-value p <0.0001 p <0.0001 p=0.0011
Post-hoc exploratory analysis
with DFS and symptomatic
cardiac events
Long term follow-up** 0.67 0.77 0.77
IHazard ratios (0.60, 0.75) (0.66, 0.90) (0.66, 0.90)
(95 % CI)

A: doxorubicin; C: cyclophosphamide; P: paclitaxel; D: docetaxel; Carb: carboplatin; H: trastuzumab

CI = confidence interval

* At the time of the definitive analysis of DFS. Median duration of follow up was 1.8 years in the
AC—P arm and 2.0 years in the AC—PH arm

** Median duration of long term follow-up for the Joint Analysis clinical studies was 8.3 years (range:

0.1 to 12.1) for the AC—PH arm and 7.9 years (range: 0.0 to 12.2) for the AC—P arm; Median
duration of long term follow-up for the BCIRG 006 study was 10.3 years in both the AC—D arm
(range: 0.0 to 12.6) arm and the DCarbH arm (range: 0.0 to 13.1), and was 10.4 years (range: 0.0 to

12.7) in the AC—DH arm

Early breast cancer (neoadjuvant-adjuvant setting)

So far, no results are available which compare the efficacy of trastuzumab administered with
chemotherapy in the adjuvant setting with that obtained in the neo-adjuvant/adjuvant setting.

In the neoadjuvant-adjuvant treatment setting, study MO16432, a multicentre randomised trial, was
designed to investigate the clinical efficacy of concurrent administration of trastuzumab with
neoadjuvant chemotherapy including both an anthracycline and a taxane, followed by adjuvant
trastuzumab, up to a total treatment duration of 1 year. The study recruited patients with newly
diagnosed locally advanced (Stage III) or inflammatory EBC. Patients with HER2+ tumours were
randomised to receive either neoadjuvant chemotherapy concurrently with neoadjuvant-adjuvant
trastuzumab, or neoadjuvant chemotherapy alone.

In study MO16432, trastuzumab (8 mg/kg loading dose, followed by 6 mg/kg maintenance every
3 weeks) was administered concurrently with 10 cycles of neoadjuvant chemotherapy as follows:

- Doxorubicin 60 mg/m? and paclitaxel 150 mg/m?, administered 3 -weekly for 3 cycles,
B i

which was followed by

- Paclitaxel 175 mg/m? administered 3 -weekly for 4 cycles,

which was followed by
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- CMF on day 1 and 8 every 4 weeks for 3 cycles

which was followed after surgery by
- additional cycles of adjuvant trastuzumab (to complete 1 year of treatment)

The efficacy results from Study MO16432 are summarized in Table 12. The median duration of
follow-up in the trastuzumab arm was 3.8 years.

Table 12 Efficacy results from MO16432

Parameter Chemo + Chemo only
Trastuzumab (n =116)
(n=115)

Event-free survival Hazard ratio
(95 % CI)

No. patients with event 46 59 0.65 (0.44, 0.96)
p=0.0275

Total pathological complete 40 % 20.7 % p=0.0014

response* (95 % CI) (31.0, 49.6) (13.7,29.2)

Overall survival Hazard ratio
(95 % CI)

INo. patients with event 22 33 0.59 (0.35, 1.02)
p =0.0555

* defined as absence of any invasive cancer both in the breast and axillary nodes

An absolute benefit of 13 percentage points in favour of the trastuzumab arm was estimated in terms
of 3 -year event-free survival rate (65 % versus 52 %).

Metastatic gasiric cancer

Trastuzumab has been investigated in one randomised, open-label phase III trial ToOGA (BO18255) in
combination with chemotherapy versus chemotherapy alone.

Chemotherapy was administered as follows:

- capecitabine — 1000 mg/m? orally twice daily for 14 days every 3 weeks for 6 cycles (evening of
day 1 to morning of day 15 of each cycle)
or

- intravenous 5-fluorouracil - 800 mg/m?/day as a continuous intravenous infusion over 5 days,
given every 3 weeks for 6 cycles (days 1 to 5 of each cycle)
Either of which was administered with:

- cisplatin — 80 mg/m? every 3 weeks for 6 cycles on day 1 of each cycle.
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The efficacy results from study BO18225 are summarised in Table 13:

Table 13 Efficacy results from BO18225

Parameter FP FP+H HR (95 % CI) p-value
N=290 N =294

Overall Survival, Median months 11.1 13.8 0.74 (0.60 - 0.91) 0.0046

Progression-Free Survival, 55 6.7 0.71 (0.59 — 0.85) 0.0002

Median months

Time to Disease Progression, 5.6 7.1 0.70 (0.58 - 0.85) 0.0003

Median months

Overall Response Rate, % 34.5 % 47.3 % 1.70% (1.22, 2.38) 0.0017

Duration of Response, Median 4.8 6.9 0.54 (0.40 - 0.73) | <0.0001

months

FP + H: Fluoropyrimidine/cisplatin + Trastuzumab
FP: Fluoropyrimidine/cisplatin
a Odds ratio

Patients were recruited to the trial who were previously untreated for HER2-positive inoperable locally
advanced or recurrent and/or metastatic adenocarcinoma of the stomach or gastro-oesophageal
junction not amenable to curative therapy. The primary endpoint was overall survival which was
defined as the time from the date of randomisation to the date of death from any cause. At the time of
the analysis a total of 349 randomised patients had died: 182 patients (62.8 %) in the control arm and
167 patients (56.8 %) in the treatment arm. The majority of the deaths were due to events related to the
underlying cancer.

Post-hoc subgroup analyses indicate that positive treatment effects are limited to targeting tumours
with higher levels of HER2 protein (IHC 2+/FISH+ or IHC 3+). The median overall survival for the
high HER?2 expressing group was 11.8 months versus 16 months, HR 0.65 (95 % CI 0.51 - 0.83) and
the median progression free survival was 5.5 months versus 7.6 months, HR 0.64 (95 % CI 0.51-0.79)
for FP versus FP + H, respectively. For overall survival, the HR was 0.75 (95 % CI1 0.51 — 1.11) in the
IHC 2+/FISH+ group and the HR was 0.58 (95 % CI 0.41 - 0.81) in the IHC 3+/FISH+ group.

In an exploratory subgroup analysis performed in the TOGA (BO18255) trial there was no apparent
benefit on overall survival with the addition of trastuzumab in patients with ECOG PS 2 at baseline
[HR 0.96 (95 % CI 0.51 - 1.79)], non-measurable [HR 1.78 (95 % CI 0.87 - 3.66)] and locally
advanced disease [HR 1.20 (95 % CI 0.29 - 4.97)].

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with the
reference medicinal product containing trastuzumab in all subsets of the paediatric population for
breast and gastric cancer (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of trastuzumab were evaluated in a population pharmacokinetic model analysis
using pooled data from 1 582 subjects, including patients with HER2 positive MBC, EBC, AGC or
other tumour types, and healthy volunteers, in 18 Phase [, Il and III trials receiving trastuzumab IV. A
two-compartment model with parallel linear and non-linear elimination from the central compartment
described the trastuzumab concentration-time profile. Due to non-linear elimination, total clearance
increased with decreasing concentration. Therefore, no constant value for half-life of trastuzumab can
be deduced. The t1» decreases with decreasing concentrations within a dosing interval (see Table 16).
MBC and EBC patients had similar PK parameters (e.g. clearance (CL), the central compartment
volume (V.)) and population-predicted steady-state exposures (Cumin, Cmax and AUC). Linear clearance
was 0.136 L/day for MBC, 0.112 L/day for EBC and 0.176 L/day for AGC. The non-linear eliminati
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parameter values were 8.81 mg/day for the maximum elimination rate (Vinax) and 8.92 meg/mL for the
Michaelis-Menten constant (K.) for the MBC, EBC, and AGC patients. The central compartment
volume was 2.62 L for patients with MBC and EBC and 3.63 L for patients with AGC. In the final
population PK model, in addition to primary tumour type, body-weight, serum aspartate
aminotransferase and albumin were identified as a statistically significant covariates affecting the
exposure of trastuzumab. However, the magnitude of effect of these covariates on trastuzumab
exposure suggests that these covariates are unlikely to have a clinically meaningful effect on
trastuzumab concentrations.

The population predicted PK exposure values (median with 5% — 95™ Percentiles) and PK parameter
values at clinically relevant concentrations (Cmax and Cmin) for MBC, EBC and AGC patients treated
with the approved qlw and q3w dosing regimens are shown in Table 14 (cycle 1), Table 15 (steady-
state), and Table 16 (PK parameters).

Table 14 Population predicted cycle 1 PK exposure values (median with 5" — 95® percentiles)
fortrastuzumab intravenous dosing regimens in MBC, EBC and AGC patients

. Primary tumour Cuin Crnax AUC 21 days
Regimen type N (mcg/mL) (mcg/mL) (mcg.day/mL)
8 mg/kg + MBC 805 28.7 182 1376

6 mg/kg q3w (2.9 - 46.3) (134 - 280) (728 - 1998)
30.9 176 1390
EBC 390 (18.7-45.5) (127 - 227) (1039 - 1895)
23.1 132 1109
AGC 274 (6.1-503) | (84.2-225) | (588-1938)
374 76.5 1073
4 mg/kg + MBC 805 (8.7-58.9) | (49.4-114) (597 — 1584)
2 mg/kg qw 38.9 76.0 1074
EBC 390 (25.3 - 58.8) (54.7 - 104) (783 - 1502)
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Table 15 Population predicted steady state PK exposure values (median with 5th - 95th
percentiles)for trastuzumab intravenous dosing regimens in MBC, EBC and AGC patients

Time to
Regimen Primary N Coin,ss* Craax,ssh* AUC,, 021 days | steady-
tumour type (mecg/mL) (mcg/mL) |(mcg.day/mL) state***
(week)
442 179 1736
8 mg/kg + MBC 805 (1.8-854) | (123-266) | (618 -2756) 12
6 mefkg 43w 53.8 184 1927
EBC 390 (28.7-85.8) | (134-247) |(1332-2771) 15
32.9 131 1338
AGC 274 (6.1-88.9) | (72.5-251) | (557-2875) 9
63.1 107 1710
4 mg/kg + MBC 805 (11.7-107) | (54.2-164) | (581 -2715) 12
2 mg/ke qw 72.6 115 1893
EBC 390 (46 - 109) (82.6 - 160) | (1309 - 2734) 14

*Crinss— Cmin at steady state
**C hax.ss = Cmax at steady state
*** time to 90 % of steady-state

Table 16 Population predicted PK parameter values at steady state for trastuzumab intravenous
dosing regimens in MBC, EBC and AGC patients

Total CL range
. from Craxss tizrange from Cpaxss to

Regimen tull;r;::l::’y e N to Cmin,ss Cmin,ss

yp (L/day) (day)
MBC 805 0.183-0.302 15.1-23.3

8 mg/kg +

6 mg/kg Q3w EBC 390 0.158 - 0.253 17.5-26.6
AGC 274 0.189 -0.337 12.6 - 20.6
4 mg/ke + MBC 805 0.213 - 0.259 17.2-20.4
2 mg/kg qw EBC 390 0.184 - 0.221 19.7-23.2

Trastuzumab washout
Trastuzumab washout period was assessed following q1w or q3w intravenous administration using the
population PK model. The results of these simulations indicate that at least 95 % of patients will reach
concentrations that are < 1 meg/mL (approximately 3 % of the population predicted Cpin,ss, Or about

97 % washout) by 7 months.

Circulating shed HER2-ECD
The exploratory analyses of covariates with information in only a subset of patients suggested that
patients with greater shed HER2-ECD level had faster nonlinear clearance (lower Km) (P <0.001).
There was a correlation between shed antigen and SGOT/AST levels; part of the impact of shed

antigen on clearance may have been explained by SGOT/AST levels
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Baseline levels of the shed HER2-ECD observed in MGC patients were comparable to those in MBC
and EBC patients and no apparent impact on trastuzumab clearance was observed.

5.3 Preclinical safety data

There was no evidence of acute or multiple dose-related toxicity in studies of up to 6 months, or
reproductive toxicity in teratology, female fertility or late gestational toxicity/placental transfer
studies. Trastuzumab is not genotoxic.

No long-term animal studies have been performed to establish the carcinogenic potential of
trastuzumab, or to determine its effects on fertility in males.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

L-histidine hydrochloride

L-histidine

Sorbitol (E420)

Macrogol 3350

Hydrochloric acid (for pH adjustment)
Sodium hydroxide (for pH adjustment)

6.2 Incompatibilities

This medicinal product must not be mixed or diluted with other medicinal products except those
mentioned in section 6.6.

Glucose solutions must not be used for dilution since these cause aggregation of the protein.

6.3 Shelf life

Unopened vial
4 years.

Reconstituted and diluted solution

After reconstitution with sterile water for injections, the reconstituted solution is physically and
chemically stable for 10 days at 2 °C — 8 °C. Any remaining reconstituted solution should be
discarded.

Solutions of Ogivri for intravenous infusion are physically and chemically stable in polyvinylchloride,
polyethylene or polypropylene bags containing sodium chloride 9 mg/mL (0.9 %) solution for
injection for up to 90 days at 2 °C — 8 °C and 24 hours at tempetatures not exceeding 30 °C.

From a microbiological point of view, the reconstituted solution and Ogivri infusion solution should
be used immediately. The product is not intended to be stored after reconstitution and dilution unless
this has taken place under controlled and validated aseptic conditions. If not used immediately, in-use
storage times and conditions are the responsibility of the user.

The reconstituted solution should not be frozen.

6.4 Special precautions for storage
Store in a refrigerator (2 °C — 8 °C). YNoBHOBa)XeHUIA /40 =5, ’\
npeacTasHuk,. /Y N
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For storage conditions after reconstitution and dilution of the medicinal product, see sections 6.3 and
6.6.

6.5 Nature and contents of container

Ogivri 150 me powder for concentrate for solution for infusion

15 mL clear glass type I vial with butyl rubber stopper laminated with a fluoro-resin film containing
150 mg of trastuzumab.

Each carton contains one vial.

Ogivri 420 mg powder for concentrate for solution for infusion

50 mL clear glass type I vial with butyl rubber stopper laminated with a fluoro-resin film containing
420 mg of trastuzumab.

Each carton contains one vial.
6.6 Special precautions for disposal and other handling
Ogivri should be carefully handled during reconstitution. Causing excessive foaming during

reconstitution or shaking the reconstituted solution may result in problems with the amount of Ogivri
that can be withdrawn from the vial.

Ogivri 150 me powder for concentrate for solution for infusion

Appropriate aseptic technique should be used. Each 150 mg vial of Ogivri is reconstituted with 7.2 mL
of sterile water for injections (not supplied). Use of other reconstitution solvents should be avoided.
This yields a 7.4 mL solution for single-dose use, containing approximately 21 mg/mL trastuzumab, at
a pH of approximately 6.0. A volume overage of 4 % ensures that the labelled dose of 150 mg can be
withdrawn from each vial.

Ogivri 420 me powder for concentrate for solution for infusion

Each 420 mg vial of Ogivri is reconstituted with 20 mL of sterile water for injections (not supplied).
Use of other reconstitution solvents should be avoided. This yields a 21 mL solution for single-dose
use, containing approximately 21 mg/mL trastuzumab, at a pH of approximately 6.0. A volume
overage of 4.8 % ensures that the labelled dose of 420 mg can be withdrawn from each vial.

Ogivri vial Volume of sterile water for Final concentration
injections

150 mg vial + [7.2mL = | 21 mg/mL

420 mg vial + | 20 mL = |21 mg/mL

Instructions for reconstitution

1) Using a sterile syringe, slowly inject the appropriate volume (as noted above) of sterile water for
injections in the vial containing the lyophilised Ogivri, directing the stream into the lyophilised cake.
2) Swirl the vial gently to aid reconstitution. DO NOT SHAKE!
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Slight foaming of the product upon reconstitution is not unusual. Allow the vial to stand undisturbed
for approximately 5 minutes. The reconstituted Ogivri results in a colourless to pale yellow transparent
solution and should be essentially free of visible particulates.

Determine the volume of the solution required:

+ based on a loading dose of 4 mg trastuzumab/kg body weight, or a subsequent weekly dose of 2 mg
trastuzumab/kg body weight:

Volume (mL) = Body weight (kg) x dose (4 mg/ke for loading or 2 mg/kg for maintenance)
21 (mg/mL, concentration of reconstituted solution)

« based on a loading dose of 8 mg trastuzumab/kg body weight, or a subsequent 3 -weekly dose of
6 mg trastuzumab/kg body weight:

Volume (mL) = Body weight (kg) x dose (8 mg/ke for loading or 6 mg/kg for maintenance)
21 (mg/mL, concentration of reconstituted solution)

The appropriate amount of solution should be withdrawn from the vial using a sterile needle and
syringe and added to an infusion bag containing 250 mL of sodium chloride 9 mg/mL (0.9 %) solution
for injection. Do not use with glucose-containing solutions (see section 6.2). The bag should be gently
inverted to mix the solution in order to avoid foaming, Once the infusion is prepared it should be
administered immediately. If diluted aseptically, it may be stored for up to 90 days at 2 °C — 8 °C and
24 hours at temperatures not exceeding 30 °C.

Parenteral medicinal products should be inspected visually for particulate matter and discoloration
prior to administration.

Ogivri is for single-use only, as the product contains no preservatives.

No incompatibilities between Ogivri and polyvinylchloride, polyethylene or polypropylene bags have
been observed.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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[Mepexnaz iHCTPYKLIT IPO 3aCTOCYBAaHHS pauumoro NoCBiTYeHHA
JIEPKABHOIO MOBOIO, aBTEHTHYHICTh SKOT ; /f /5 ff /ér’ ? jof
IMiATBEpIKEHA MANUCOM 3assBHUKA abo gin /O //é) A
YIIOBHOBa)XEHOTO HUM IIPEJICTABHUKA

(Denpki K. 1)

JIncrok-Braagum: Indopmanis anst KopucTyBaya

Oriepi® 150 mr 420 mr
TIOPOILOK JUTsl KOHIEHTPATY IS pO34YMHY A7 iH(Y3ii
TpacTy3ymad

HpounTaiiTe yBa:KHO BeCh Liel JTHCTOK-BKJIATHII ePef THM, SK PO3NOYATH 3aCTOCYBAHHS IILOI0

JikapcbKOro 3acody Tomy, o Bil MicTHTE BaxkauBy A Bac indopmamniro.

- 30epiraiite nei TucTOK-BKIaguII. BaM Moxe 3HaJOOUTHUCS MIepeYUTaTH HOro 3HOBY.

- Skio y Bac BUHUKHYTE TOJJaTKOB1 ITMTaHHS, POKOHCYIBTYHTECS 31 CBOIM JTiKapeM,
dapmareBTOM a60 MEAUYHOIO CECTPOIO.

- V pasi BuaukHeHH: y Bac 6yap-skux nobidHuX edeKTiB, OBIIOMTE NPO Iie CBOTO JIiKaps,
dapmanerTa abo MeanuHy cectpy. Lle MoxxyTh 6yTH Oynb-saxi moGiuHi edekTy, He 3a3Ha4eHi y
1IbOMY JIMCTKY-BKJIaauuti. J{us. po3ait 4.

$Ika indopmanis HABOAMTECHA Y BLOMY JIHCTKY BRJIAJUIILY

o rake mixapcbkuii 3aci6 OriBpi Ta 19 4Oro BiH 3aCTOCOBYETHCS

[To Bam HeobxigHo 3HaTH, nepil Hixk By nounere orpumypatu sikapepkuii 3aci6 OriBpi
STk 3acTOCOBYETBCS JiKapchkHid 3aci6 OriBpi

MosxnuBi 1o6iuHi epextu

Sk 30epiratu dikapcekuii 3aci6 Oriepi

BMicT ynakoBkH Ta iHIIa iHQopMaLis

=1 |9y Samka b9 B =

. IIlo Take Jgikapcbkmii 3aci6 Oriepi Ta AJ1st 40ro BiH 3aCTOCOBYETHCS

OriBpi MiCTUTh aKTHBHY PEYOBUHY TPAcTy3yMal, ska € MOHOKIIOHAJIFHHM aHTUTLIOM. MOHOKIOHAIBHI
AHTUTINIA TIPUENHYIOThCS 10 creldiynux 6inkie abo anturenie. TpacTy3ymab pospobnenuii aist Toro, mob
CEJIEKTUBHO 3B'S13yBaTHCA 3 aHTUT€HOM, KU HA3MBAETHCS PELIENITOP elliiepMaibHOro hakTopy pocTy
moauau 2-ro tany (HER2). HER2 y Benukux KiTbKOCTAX MICTUTBCS Ha IIOBEPXHI XEAKUX PaKOBUX KIIITHH,
Ie Bin cTrMyJTioe 1X picT. Komu Oriepi 3B'13yetbes 3 HER2, BiH 3ynuHs€ picT TakUX KIITHH i IPU3BOAUTH JI0
ix 3arubeni.

Bau ikap Morke IpU3HAYUTH JiKapchKuii 3aci6 OriBpi uis JIiKyBaHHS paKy MOJIOYHOI 3aJI03H Ta paKy
HITYHKY SKLIO:
* V¥ Bac € paHHil pak MOJIOYHOI 3aJI031 3 BUCOKMMH piBHAMH OiNKa, 10 HazuBaeThess HER2.

* V¥V Bac e MeTacTaTHYHHI pak MOJIOYHOT 3a/103H (paK MOJIOYHOI 3aJ103H, IO NOIIHUPHBCS 38 MEXKI
O4YaTKOBOI IMyXJIMHKU) 3 BHcOKUMH piBHAMU HER?2. Jlikapcekuii 3aci6 Orispi Moxe 6yTu
npu3HayeHuil y koMOiHalil 3 XiMioTepaneBTHYHUMH IpenapaTaMy nakjitakcels abo goueTrakcel
AK TIOYATKOBE JIIKYBaHHS METACTATHYHOT'O PaKy MOJIOYHOI 3aJ103H ab0 BiH MOXKe OyTH
npu3HAYEHUH Oe3 iHIIMX IpenapatiB, SKIIO {HII CIOCOOH JIIKYBaHHS BUABHIHCS O€3yCIILIHIMH.
Takok BiH 3aCTOCOBYETHCA ¥ KOMOIHALIIT 3 IpenapaTamu, SKi Ha3UBAIOTHCA HribITOpU
apomarasy, narieHram 3 BUcokumu pisHamu HER2 ta ropMoH-penentop no3suTuBHUM
METaCTaTUYHHUM PAKOM MOJIOUHOT 3a5103U (pak, Ty TIIMBHIA J0 >KIHOUMX CTATEBUX TOPMOHIB).

* V Bac € MeTacTaTH4YHHH pak LIIYHKY 3 BUCOKHUMH piBHsMU HER2, npu sxomy et nikapebkuii
3acif 3aCTOCOBYEThCS Y KOMOIHALIT 3 IHIIMMH OPOTHILY XTHHHUMH Tipenaparamu (karneuuradinabo
5-bTopypauun Ta UHCIIJIaTHH).

2. IlTo Bam HeoOXigHO 3HATH, NepII Hizk Bu noynere orpumyBaTn Orispi

hE



He 3acrocoByiiTe Jikapchkuii 3aci6 Orispi:

. AK1o y Bac anepris Ha TpacTy3yma0, Mumadi 6inku abo Oy Ib-sKHii 3 IHITHX KOMIIOHEHTIB
L[FOT0 JIiKapchKOTro 3acoly (3a3HaueHi y po3aiii 6).
. AKIO y Bac TsKKe nmopyleHHs AUXaHHS Y CTaHi MOKOO yepes pak abo skumo Bu motpebyete

JIiKYBaHHS KHCHEM.

3acTepe:xeHHd Ta 3an00ixkHI 3axX0aH
Bam nikap 6yne peTenpHO criocTepiraTv 3a Bammm JTiKyBaHHAM.

IlepeBipka cTany cepust

JlixyBaHHS TiIBKY NikapchbkuM 3acoboM OriBpi a60 y KoMOIHALIT 3 TAKCAHOM MOXKE BIUTUBATH Ha
ceplie, ocoOIHMBO AKILO paHinie Bu Bxxe oTpuMyBay aHTpalMKIIiH (TaKCAHH Ta aHTPALMKITIHY - 1€ ABA
{HIITI THIM [IpeTIapartis, IO 3aCTOCOBYIOTHCS JJIs JIIKYBaHHS PaKy).

Brmus Moxke MaTH BiJ MOMIpHHX 0O TSDKKHUX HACHIAKIB, @ TAKOXK MOXE CIIPHYMHHTH CMEPTh. ToMy
byHK1is cepld 6yne KOHTPOIIOBATHCA NEpes , i Hac (KOXHI TpH Micsi) Ta micns (1o 2-5 pokiB)
JiKyBaHH JKapchkuM 3acob6oM OriBpi. ¥V pasi noseu 6yap-sKUX O3HAK CepLEBOT HETOCTATHOCTI
(HeanexBaTHe NepeKadyBaHH: KPOBi cepLieM), GYHKLIA Ceplid MOKE KOHTPOTFOBATUCS YacTilne (KOMHi
uricts abo BiciM TIDKHIB), Bam Moxke OyTH IpH3HaUeHe JTiIKyBaHHS CepLIEBOI HEJOCTATHOCTI 200 MOXKe
6yTH MpUITMHEHE JTIKyBaHHS JIiKapchbKUM 3acobom Oriepi.

Jlo movaTKy 3acTocyBaHH Jlikapckkoro 3aco0y OriBpi oBiioMTe cBoeMy Jikapro, apmareBty abo
MEIUYHi cecTpi, AKIO:

= y Bac 6yna ceprieBa HefOCTaTHICTb, illleMiyHa XBopoba ceplisi, 3aXBOPIOBAHHS CEPLEBOrO KiallaHa
(urym y cepui), BUCOKHH apTepialibHUN THCK, Yepe3 BUCOKHI apTepiasibHMM Tuck Bu npuiimanuabo
3apa3 npuiiMaeTe JiKH AJ1s HOro 3HIKEHHS.

= Bu xomu-He6yns npuiimany abo 3apa3 npuiiMaete npenapar Ha OCHOBI JOKcopyOiluHy a6o
enipy6inuHy (Jikapchpki 3aco6w, 10 3aCTOCOBYIOTHCS IS JIiKyBaHHs paky). Lli nikaperki 3acobu (abo
Oynb-sKi 1HIII aHTPALMIUTIHA) MOXKYTh MOIIKO/DKYBATH CEPLIEBHI M'S3 1 I IBUILYBATH PU3HK
BHHHKHEHHS MpobieM i3 cepuem npu Orispi.

= BH KOJIH-HeOy b npuiiMaiiu abo 3apa3 npuiiMaeTe JIiKH i HA3BOIO AOKCOPYOiLHH abo enmipydinun
(J1iky, 110 3aCTOCOBYIOTHCS JUIS JIiKyBaHHA paky). Lli niku (a6o Oyap-sKi 1HIII aHTPALHKITIHA) MOXKYTh
NOIIKOJUTH CEPIEBUH M'sA3 1 MIABUILUTH PU3KUK BUHUKHEHHS IpobiieM i3 cepueM mpu Orispi.

» y Bac e 3agumka, ocobmuBo sxino Bu y 3apas npuiimaete Takcas. Jlikapcbkuii 3aci6 Orispi Moke
CTNPUYMHUTH NOPYIIEHHs JUXaHH:A, 0COOIMBO SKIIO BiH 3aCTOCOBY€EThCs Briepiie. JIpu HasBHOCTI y
Bac 3aqunrky ui nopy1ueHHs MOy Tk OyTH OUTBIN cepiio3HuME. Binsnauedi
Iy>Ke pifKi BHIIaJKH CMEpTi MallicHTa ITi/l 4ac 3aCTOCYBaHHA JIikapchkoro 3acoby Oriepi, yakoro ao
MOYATKY JIKyBaHHS OyJI0 TSKKe HOPYIIeHHS AUXaHHA.

* Bu xonu-uebyns orpuMyBany Oynb-sIKe iHIIE JTIKyBaHHA PaKy.

Sxumo Bu otpumyerte nikapebkui 3acid OriBpi 3 OyIb-KUM IHIITUM IPOTHITYXJIMHHUM MPENapaToM,
TaKUM sK NaKIiTaKkces, JoLeTakce, iHribiTop apoMarasu, kanenurtabiH, 5- propypauun aGo
ycniaTiH, Bam takox cnig o3HaiioMHTHCA 3 iHGOpMALIi€ro [UTs NAlli€HTa Y JIUCTKAX-BKJIAMUIIAX IS
LIUX Ipenaparis.

Jitu Ta mipmaitkn
OriBpi He PEKOMEHAYETECA 3aCTOCOBYBATH NaLlieHTaM BikoM 0 18 pokis.

Tnmi aikapewki 3aco6u Ta Orispi
[ToBinomre cBoeMy Jikapro, GpapManeBTy abo MeAnYHIiH cecTpi, ko Bu npuiiMacre, paniiue
npuiiMany abo Morny npuiMaTi 6y ab-sKi 1HINI JIKH.
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JIns BuBeEHHS Nikapcbkoro 3acoby Oriepi 3 opranismy Moxe 3Hagoburucs 1o 7 micsuis. Tomy Bu
[IOBHHHI [TOBiJOMUTH CBOro JIiKaps, papManesra abo MeacecTpy Ipo Te, 1o By npuiimanu Orispi,
AKINO B [MOYHUHAETE NpuiMaTi Oy ab-ski HOBI JTikapchKi 3acobu MpoTaroM 7 MicALIB Micns
NPUIHHEHHS JTIKyBaHHS.

BariTHicTh Ta roIyBaHHA IPYAAIO

Sxmo Bu BariTHi a60 ropyere rpymalo, BBaXKaeTe, IO MoOxeTe OyTH BariTHHUMH, abo IUTaHyeTe
3aBariTHITH, IOBIIOMTE IO e CBOEMY JTiKapro, GpapMaLeBTy abo MeJHUHiH cecTpi, epIl HKpO3MoYyaTH
AiKyBaHHS JaHUM JIIKapCHKUM 3aCO00M.

BaritHicTh

e [lix yac JikyBaHHS JdikapchkumM 3acob6om OriBpi Ta BIPOAORK IOHAHMEHIIE 7 MiCALiB MicIsHoro
3aBeprieHHs Bam citif 3acTocoBYBaTH eeKTHBHHMIL 3aci0 KOHTpalenLii.

= Bau nikap inpopmye Bac mpo pusHKH Ta KOPHCTh 3aCTOCYBaHHA Jlikapchkoro 3aco6y Orippimia
yac BariTHOCTI. V PIAKICHUX BUIAAKAX Y XKIHOK, AKi OTPHMYBAJIH TPAacTy3yMal, criocTepiranocs
3MEHIIEHHs KiIBKOCTI (aMHIOTHYHOT) PifiMH, IO OTOYYE IUIiM, IKHH PO3BUBAETHCS B yTPobOi MaTepi.
Lieit cTan MOXe HECTIPUATIMBO BIIMBATH HAa BHYTPIilIHBOYTPOOHUI po3BUTOK Bamoi TuTHHY Ta
OB’ I3Y€THCA 3 MOPYLICHHSIM PO3BHTKY JIET€Hb, LII0 MOXXe HPH3BECTH 10 CMEPTI IUTOAA.

TogvBaHHA PYIIIO

ITix gac nikyBaHHA Ta BOPOIOBXK 7 MICALIB Hic/id OCTaHHBOI JO3H JiKapchKkoro 3acoby Orispi He
MO>XKHA [O/IyBaTH PYJUIIO, OCKUTBKY Liei JTikapchKHH 3aci6 Moxke OyTu nepenanuit Bamilt iutuHi yepes
Baute rpy/se MoJTOko. 3BepHITHCS 3a MOPAJIO0 0 CBOro Jikaps abo gapmanesTa, nepil Hx
3aCTOCOBYBATH OyIb-IKHI JTiKapchbkuii 3acio.

KepyBanusi TpaHCHOPTHHMH 32c06aMH Ta po6oTa 3 MexaHi3MaMHA

Jlikapcekuii 3aci6 OriBpi Moxke BIUTHBATH Ha Ballly 31aTHICTE KepyBaTH TPaHCIIOPTHUMH 3ac00aMH Ta
NpairoBaTH 3 MexaHi3Mamu. SIKINo mif vac JlikyBaHHs y Bac BUHHMKAIOTh TaKi CHMIITOMH, SK 03HO0 a6o
nMxXoMaHKa, BaM He CIlix KepyBaTH TPaHCIIOPTHUMHE 3acobaMu abo MpaLioBaTH 3 MEXaHi3MaMy JOKH 11i
CHMITOMM HE 3HUKHYTb.

Jlikapcokuii 3aci6 Oriepi micTute copbit (E420) Ta BaTpil.
Oriepi 150 Mr NOpOMIOK /Ul KOHIIEHTPATY A PO3UMHY uts iH(y3ii
Ieit mikapcbkuit 3aci6 MicTuth 115,2 Mr cop6iTy B KOXKHOMY (JIaKOH.

Oriepi 420 Mr MOPOLIOK /s KOHLIEHTPATY JUISl PO3YHHY [UTd iHD Y31t
Lleii mikapcpkuii 3aci6 MicTuTh 322,6 Mr copbiTy B KOXKHOMY (hIaKOHi.

Copbit € mxepeniom dppykrozu. ko y Bac € ciankoea HeTlepeHOCHMICTh QPYKTO3H (PiIKiCHE TeHETHYHE
nopyiieHHs), Bam He ciix 3acTocoByBaTH Liek Jlikapebkuii 3acib. IMaiienTH i3 cmagkoBoio
HENEPEHOCUMICTIO GPYKTO3U HE MOXKYTh PO3LIEIUTIOBAaTU GPYKTO3Y, L0 MOXKE CHPHYNHUTH CEPHO3H1
nobiuHi edexTh.

[Mepiu HiXX 3aCTOCOBYBATH LieH Jikapchbkuii 3aci6, Bam HeoOXinHO MOBITOMUTH CBOTO JIIKaps PO
HASBHICTH CHAJKOBOI HETIEPEHOCUMOCTI (pYKTO3H, ab0 HENMEPEHOCUMOCTI COJIOAKHX TKi Ta HaloiByepes
PO3BUTOK XBOPOOIMBOTO CTaHy, OJIFOBaHHS ab0 HENPHEMHUX BINYYTTIB, TAKHX K 3/yTTA XHBOTA,
IITYHKOB1 KOJIBKY UM Jiapes.

Oriepi mMicTuTh MeHime 1 Mmoue HaTpiro (23 Mr) Ha 103y, TOOTO NPAKTHYHO HE MICTUTh HATpio.




3. Sk 3acTOCOBYEThCH JIiKApChKHii 3a¢i06 Oriepi

Jlo mouaTKy JikyBaHHs Baui jtikap BusHauuTth Kinekicte HER2 y Bauniii nyxnuni. Tieky naumieHTy 3
BeJIMKOIO KinbkicTio HER2 6yayTh oTpumyBaTH nikapcbkuid 3aci6 Oriepi. Beenenns nikapcbkoro
3aco0y OriBpi MOBHHHO 3iHICHIOBATHCS TIUTBKH JlikapeM abo MeIUUHOIO cecTporo. Bam mikap
npu3HaYuTh HeoOXiaHi 1t Bac mo3y Ta pexxum sikysaHH. Jlo3a nikapeskoro 3acofy OriBpi 3a1exuth
BiJl MacH Tina.

IMepura no3a Bamoro stikyBaHHS BBOAUTBCS BIPOAOBXK 90 XBHIIHH, NPOTATOM LILOTO Nepioxy 3a Bamu
Oynae criocTepiraTd MEIWYHHUM NPALliBHUK Ha BUIIAOK PO3BUTKY Y Bac Oynp-axux nobidHuX edeKris.
SIKINo mepina [o3a MepeHoCUTHC Jo0pe, HACTYIIH K031 MOXKYTh OyTH BBeeHI BIIpoioBxk 30 XBIIIHH
(auB. posain 2 y «3actepe)xeHH Ta 3anobixHi 3axonu»). Kinbkicts indy3iH, Sxi BU oTpuUMacTe,
3ay1eXKaTHMe Bifl TOTO, SIK BU pearyeTe Ha JlikyBaHHA. Bari jlikap oOroBOpHTb Iie 3 BaMH.

Jlikapcekuii 3aci6 OriBpi 3acTocoByeThes IUIAXOM iH(Y31i y BeHy (BHyTpIIIHROBEHHA KparelbHa
iHdy3in), 14 nikapcpka hopMa A BHYTPIlIHBOBEHHOTO BBEIEHHS HE NPH3HAYEHA A1 i AUIKIPHOTO
BBEJICHHA Ta MOBUHHA BBOAUTHCS TLNHKH LUITXOM BHY TPILIHBOBEHHOT iH(]y3il.

ITpu paHHEOMY paKy MOJIOYHOT 3aJI031, METACTATHYHOMY PaKy MOJIOYHOI 31034 Ta METaCTaTUIHOMY
paKy UUIyHKa JiKapchKuil 3aci0 BBOAUTECA 1 pa3 Ha TpH TwkHi. IIpy MeTacTaTHIHOMY paKy MOJIOYHOT
3aJ103M Jiikapchkuii 3aci6 OriBpi TakoXk MOXKe BBOAUTHCS 1 pa3 Ha THKIEHb.

Jlia nomnepe/pKeHHs TOMUWIKH JIIKYBaHHA BXJTHBO MEPEBIPHTH eTUKETKY Ha (JIaKoHi, o6
MIEPEKOHATHCSL, 1110 JIIKApCHKUM 3acob0M, 110 6y/ie roTyBaTuCs Ta BBOOHTHCA, € OriBpi (TpacTy3yma0)
a He iHmwmif TikapceKuii 3acib, mo MicTUTh TpacTy3ymab (HanpHukiIaz, TpacTy3yMab eMTaH3us abo
TpacTy3ymab OepyKCTeKaH).

SAxumo By npununsiere 3acTOCyBaHHA JiKapebKoro 3aco0y Orispi

He npunmusiite 3acTOCYBaHHA LLOT'O JIIKApCHKOTO 3ac00y MonepeJHb0 He OOTOBOPHBILH 11€ 31 CBOIM
nikapeM. Bei no3u HeoOXigHO BBOAMTH Y BiATIOBiAHHMI 4ac KOXKHOIO THXKHS a60 KOXKHI TPH TIDKHI
(zanexuo Bix pexxumy mo3yBaHH:). Lle 103BoMHUTE NikapchkoMy 3ac00y AifTH HACTIIBKU €(eKTHBHO,
HACKIJTBKY 1€ MOXJIUBO.

Jlnsa suBeaeuns OriBpi 3 opraHizMy Moxke 3HapoOuTHcs 10 7 Micsauis. ToMy Bai Jlikap MOXe
BUPILINTH [IPOJOBXKYBATH NepeBipATH QyHKLT BAIIOTO Ceplisd HABITh INiC/IA 3aKiHUEHH JTIKyBaHHS.

ko y Bac € moaaTkoBi MATaHHS MO0 3aCTOCYBAHHS LIBOTO JIIKAPCHKOT0 3ac00y, 3BEPHITECS J0
cBOTO Jikaps, hapmaueBTa abo MEAUYHOT CECTPH.

4. Mosxauei no6iuHi peaxmii

Ak i Bei nikapebki 3acobwu, e nikapchkuii 3aci6 Moxe CpUdMHUTH NOOIYHI peakilii, xoua He y BCix
BOHH BHHHUKAIOTE.

Jesiki 3 nux nobiYHHX peakiifi MOXKyTh OyTH cepHO3HHMMH Ta IPU3BECTH [0 rOCHiTali3allil.

I1ix wyac indysii mikapcbkoro 3aco0y OriBpi MoxKyTh BUHHKATH 03HOO, TMXOMaHKa Ta iHIIi rpunonoaioHi
cumnromu. Lle Tpamnserbes gyxe yacto (Moke OyTu 6ibire Hix y 1 3 10 nanienris). IHummu

OB’ A3aHUMH 3 1HY3IE0 CUMIITOMAMH €: Hy0Ta, OMOBaHHs, 6i1b, ITiABUILEHHS HaNPYKEHHIM A3iB Ta
TPEMTIHHS, TOJIOBHH# O1JTb, 3aMIaMOPOYEHHs, YTPYAHEHE JHXaHH:A, CBUCTAYE IUXaHH:, BUCOKHUH abo
HHM3BKHIA apTepianbHuil THCK, NOPYIUSHHS PUTMY ceplisl (CHIbHE CepLIeOUTTA, TpinoTiHHACepL abo
HETIpaBWIBHHI CeplieBuii puTM), Habpsk o61Kua4s Ta Iry0, BUCUNIAHHS Ta BiA4yTTS BTOMH.

Jleski 3 LIMX CUMITTOMIB MOXKYTh OYTH CepHO3HUMH 1 A€SKi NalieHTH roMHupaiy (AuB. po3ain 2 B
«3acTepekeHHs Ta 3am0ODKHI 3aX0AU»).

~
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L1i peaxiii BUHUKAXOTH MEPEBasKHO ITiJ1 Yac Mepuiol BHYTPiIHBOBEHHOT iHDY3iiT («KparTHHHOTO»
BBEJICHHS Y BEHY) Ta HPOTAroM AEKLUILKOX MEPIIUX FOAMH Iicis MovaTKy iHQy3ii. 3a3BHyail BOHHM €
TuMuacoBuMM. I1ix yac iHdy3ii Ta BIpOOOBK IPHHAMMHI IIE€CTH FOAMH IIC/IA MOYaTKy Nnepioi iHdy3il
Ta ABOX FOAMH IICNIs NOYaTKy iHIMX iH(Yy3ik 3a Bamu 6y e coctepiraTi MeJUUHUHA MpaIliBHAK. Y
pasi po3BUTKy peakiii iHdy3is Oyne ynosibHeHa abo MpUIIMHEHA Ta MOe GyTH IIpoBeaeHe
HiKyBaHHA Ui npoTHil HoGiuHuM peakiiam. Ilicns ocnabnenHa cumnToMis iHQy3ia Moxke 6yTr
TIPOOBKEHA.

3pigka cAMITOMY MOKYTH BUHUKATH ITi3Hille, HOK Yepe3 IiCTh TOANH Mic/Is MoYaTKy iHdysii. ¥
TakoMy pa3i Bam ciif HeraiiHO 3BEpHYTHCS JIO CBOTO Jlikaps. IHOAl cuMnToMU MOXyYTh cinabmar, a
Mi3HiNIe MOCHTIOBATUC.

Cepiiosni mo6iuni peaknii

Inmmi mo6iuni peakiii MOXXyTh BUHUKHYTH B OyIb-KUi dac Mif yac nikysanHsa Orispi, He JMIle OB’ A3aHi
3 indysiecro. Heraiino mopigomre Jiikaps a60 MeAcecTpy, SIKIIO BH NOMITH/IH OyAb-fKi 3 HACTYIIHHX
Mo0iYHMX peaKmii:

» [Ipo6iiemu 3 cepLeM iHOi MOXKYTh BUHUKATH Hifl 4ac JIKyBaHHS Ta iHOZ Mic/d NPUNUHEHHS JIKyBaHHS
Ta MOXYTh OyTH cepilo3HUMH. BOHH BKIIIOYaIOTh OCJIa0EHHS CEPLEBOTO M 33, 0 MOYXKE IPU3BECTH
JI0 CEpLIEBO] HEJOCTATHOCTI, 3aI1aJICHHs BHYTPIIIHBOI 000JIOHKM HaBKOJIO CEPIIA Ta MOPYIIEHHS
cepueBoro purmy. Lle Moxke IPU3BECTH [0 TAKAX CHMIITOMIB, K 3aHUIIKA (BKIOYAI0YH 3aUIIKY
BHOYI), Kallesb, 3aTpuMKa piguHy (HaOpsKH) y Horax abo pykax, cepuebuTTa (TpimoTiHHA ceplid abo
HenpaBUIIBbHU ceplieBui puTM) (AuB. po3ait 2. Ilepesipku cepis).

Bau stikap 6yze peryispHO KOHTPOMIOBAaTH y Bac cTaH ceplid mij yac Ta micis jlikyBaHHd, ane Bamcnin
HETAMHO MOBIIOMHUTH CBOEMY JIIKapIO Y pasi IOSIBH OyIb-SIKOro 3 BUILE3a3HAUEHUX CHMIITOMIB.

» CUHIPOM JTi3UCY MyXJIMHH (TpyIia MeTaboIiuHIX yCKIaJHEHb, IO BHHUKAIOTH ITIC/IA JIIKYBaHHS PaKy,
IO XapaKTepHU3yeThCs BHCOKMM BMIiCTOM Kajlifo Ta gocdaTy B KPOBi Ta HU3EKMM PiBHEM KaJIbLIiO B
KpoBi). CHMIITOMH MOKYTh BKJIFOYATH IIPO6JIeMH 3 HUPKaMH (CnabKicTh, 3a1MLIKa, BTOMA Ta
CILIYTaHICTE CBiOMOCTI), po6iIeMu 3 ceplieM (TPeMTiHHS cepld abo NPUCKOpeHe abo MOBLIbHE
cepuebuTT), cyoMH, OII0BOTY abo miapelo Ta MOKOMIOBAHHS B POTI, pykax abo Horax.

V pasi noseu y Bac 6yap-1K0ro 3 BHILIE3a3HAYEHHUX CUMIITOMIB MiC/Is 3aBEPIICHHS JTIKYBaHHS
nikapcbkuM 3acobom Oriepi, BaM ciin 3BepHYTHCS A0 CBOTO JHKaps Ta NOBIJOMUTH, 110 Bu panile
OTpUMYBaJIH Jlikapchkuii 3aci6 Orispi.

Hy:xe uacTi nobiuni peaknii: MOXXyTh BUHHKATH 4acTilie HiX y 1 3 10 mamienTis

s iHdexuii

e niapes

* 3amnop

* meyis (Ucrencis)

e cnabkictp

* BHCHIAHHA Ha HIKipi

* Oinp y rpynHiH KT

* abnominanpHui (MINYHKOBUIT) 61116

* 6imb y cyrinobax

* HM3LKMH piBEHb EPUTPOLUTIB 1 JIeiikolHUTIB (JomoMaraloTs 60pOTHCS 3 IHQEKIIE0), iHOAI 3

JIUXOMaHKOIO

e Oinp y M’s3ax

* KOH’JOHKTHBIT (BHILICHHS 3 0Yell 31 cBepOIHHAM Ta KipOUKaMH Ha MOBiKax)

* CIBO30TEYA

* KpoBOTE€Ya 3 HOCa

*  HEXWTh




* BHUNAJIHHA BOJIOCCS

* Tpemop

* [PUILTHBH

*  3aMaMOpPOYEHHS

* 3aXBOPIOBAHHA HIITiB

* BTpaTa Baru

* BTpaTa aneTUTy

* HEMOXJIMBICTb 3aCHYTH (O€3COHHS)

* [OPYIICHHS CMaKy

* HHU3BKMI piBEHb TPOMOOLIUTIB

* yYTBOpPEHHS CHHIIIB

* OHIMiHHS a00 TIOKOJIFOBAHHSA NAJIBLIB PYK i HIr, IO 1HOAI MO>KE MOIIHUPIOBATHCS HA PELITY KiHI[IBKH
* [O4epBOHIHHSA, Habpsk abo Oinb y poTi Ta/abo ropmi

* 6inb, HAOpAK, MOYEPBOHIHHA a00 IOKOMIOBAHHS PYK Ta/abo Hir
* 3ajMIIKa

* roJIOBHHH 6iNb

* Kamenb

e GroBOTa

* HyIOTa

Yacri noGivni peakuii: MoXXyTh BUHHKATH 3 9acToTOIO A0 1 3 10 nmanieHTis

= ajepriufi peakuii

* CyXiCTh y pOTi Ta CyXiCTh LIKipH

* iHdekuii ropna

* CyxicTh oueit

* iHdekuii IKipy Ta c€HOBOro Mixypa
* MOTiHHA

* cnabKicTh i He3My>KaHHS

* 3anaJleHHs MOJIOYHHX 3aJ103

*  3aHENOKOEHHS

* 3aMayieHHs MeYiHKK

e pgempecis

* TOpYLeHHS 3 60Ky HUPOK

* MOiABMINEHHS M’I30BOro TOHYCY ab0 Hanpy»KeHHs (rinepToHis)
* acrMa

* iH(eKis TereHp

» Ot y pykax Ta/abo Horax

* [OpYyLIeHHS 3 OOKY JiereHb

* cBepOIAYHii BUCHIL

e Oinp y cnmHi

e GaxaHHs 3aCHYTH (COHIIABICTE)

e OuTh y mui

* reMopoii (HabpsSK KPOBOHOCHHX CyJIUH HaBKOJIO 33/THBOTO ITPOXO.Y)
* 6i1b y KicTKax

e cBepObK

* akHe

* crmasMH M’S3iB HIir

HeuacTi no6iuni ederTn: MOKyTh BUHHKATH 3 4acToTolo 10 1 i3 100 mamicHTis
* rIyxoTa

® rOpOWCTHIH BUCHII
* HHUTTA




e samanieHHs ab0 pyOLIOBaHHS JIEr€HiB

Pigxicui moGiuni peakmii: MOXXyTbs BUHUKATH 3 yacToToro 10 1 3 1000 mauientis

* SKOBTSHHI (TIOXOBTIHHS IIKipH Ta OiNKiB oueil)

» aHadinakTHuHI peakuii (cepio3Ha panToBa ajlepriuHa peaxilis 3 TAKUMH CHUMIITOMaMH, SIK BUCHII, CBEpOiXK
LIKipH, YTPYAHEHE qXaHHS a00 BiAUYTTS 3aIaMOpPO4YEHHSA ab0 HEIIPUTOMHICTb)

IloGiuni peakuii, yacToTa AIKUX HEBiAOMA: YACTOTY HEMOYKIIWBO BU3HAYHUTH 34 HAIBHUMH JAHUMU

¢ marosioriydge abo NopyIeHe 3ropTaHHs KpoBi

* BHCOKI piBHI KaJiilo

» nabpsk abo KpoBoTeUa Ha 3aHii MOBEPXHi o4ei

* ok (HeGe3neyHe 3HIWKESHHS KPOB’ SHOTO THCKY, 1[0 CYIIPOBOIXKYETHCS TAKUMH CUMITTOMAaMH, K

yacTe MOBEPXHEBE NHXAHHS, XOJIOAHA Ta JIMIIKA IIKipa, IPUCKOpeHHuH cIabKui mynsc,
3araMopOveHHs, cabKicTh Ta HEPUTOMHICTB)

* IOPYILIEHHS CEpPLEBOr0 PUTMY

e JIMXaJbHI pO3Tagu

* JUXajgbHA HENOCTATHICTh

® [OCTpe HAKOIMYEHHS PIUHH Y JIETEHIX

* TOCTpe 3BYXKCHHS ANXAJIbHUX IUIIXIB

* aHOMANHHO HU3BKHH PiB€Hb KUCHIO B KPOBI

* yTpyIHCHEe NUXaHHA Y IOJIOXKEeHHI JIexayH

* ypakeHHS [Te4iHKU

» Habpsak obnuyud, ry6 i ropna

* HHpPKOBAa HEOCTATHICTh

* aHOMAJBHHO HU3BKHUH PiBEHb PiIMHH HAaBKOJIO JUTHHH B YTpoOi MaTepi

* [OpPYLIECHHS BHYTPIIIHEOYTPOOHOTO PO3BUTKY JIETEHb

* [OpYIUEHHS BHYTPIIIHEOYTPOOHOTO PO3BHTKY HUPOK
Jesaki 3 nobiuanx edekTiB MOKyTh OyTH OOYMOBIIEH] HASIBHAM PaKkoOM MOJIOYHOI 3a1034. Skio Bu
oTpuMyeTe nikapcbkuii 3acid OriBpi y koMbiHallii 3 XiMioTepari€ro, Aeski 3 MoOiYHIX eeKTiB TaKoK
MOXYTb OyTH CIIPHYMHEHI XiMiOTepaIti€ro.

Hosizomienns npo nodivni peakmii

Sxuto y Bac BrHMKIM NOOi4HI peakLii, MOBLIOMTe PO Lie CBOEMY JIiKapro, dpapMareBTy abo MenuyHii
cectpi. Ile MokyTh 6yTH Oynp-aki MOXITHBI MOOIYHI €pEKTH He 3a3HA4YEH] Y LBOMY JIMCTKY-BKJIAIMILI.
Takoxxk Bu Mokere moBizoMuTH mnpo mnobiyHi peaknil Oe3mocepensHbO 10 eNapTaMeHTY
dapmaxoHarnsay PerynaropHoro opraHy 3 BupoOHHLTBa ToBapiB mnia 310pos’s (HPRA). Be6 caiit:
www.hpra.ie. IloBimomsstoun no mnoOiuHi peaknii, Bu Moxkere pomomorty orpumaru Oinplie
iHpopmarii mpo Oe3neKy LBOro JiKapchbKOro 3acody.

5. SIk 36epiraTu Jdikapcnkmii 3a¢id6 Orispi

36epiraiire et JlikapcbKuit 3acib y HEROCTYTHOMY JUls JiTei MicI.

He BukopucToByiiTe Lieii likapcbkuit 3aci6 micid 3akiHYeHHs TepMiHy NPUAATHOCTI, [0 3a3HAUCHHUH
Ha 30BHIUIHIN KapTOHHIH yrmakoBIli Ta Ha eTUKeTUi ¢akoHa micnsg «EXPy». Tepmin npunatHocTi
MOCHJIAETHCS HAa OCTaHHIH ICHb MiCALs.

36epiratu y xonoawibHHKY (2 °C — 8 °C).

[Micns posseaents iHdy3iHHMEA po34KH CITiJ] BUKOPUCTATH HeraliHo. He 3acTocoByiite nikapchKuii
3aci6 Oriepi, AKIIO nepel BBeASHHAM BH NOMITHIN TBEPAi YacTKK ab0 3MiHy KOIBOPY.




He Bukunaiite 6ynp-aKi 1iku y cTiuHi Boau abo nobyToBi Bigxoau. 3amuraiire y ¢papmauesra, K
BUKWAATH JiKH, ki Bu Oineine He BUkopucToByeTe. Lli 3aX00U JOMOMOXYTE 3aXHUCTHTH HABKONMIIHE
cepellOBUIIIE.

6. Bmict ynmakosku Ta inma indopmanin

Io micTHTB JikapebKuii 3acid Orispi
- Jlirouoro pedoBHHOIO € TpacTy3ymad. KoxeH ¢pyiakoH MicTUTE a6o;
* 150 mr Tpactyzymaly, Skuif HeOOXiqHO POYMHHUTH B 7,2 MJI BOJH IJIA iH’€KLiH, abo
* 420 mr TpacTy3ymMaly, skuii Heo6XinHO po3UMHUATH y 20 MIT BOIM JJIA 1H’EKILi.
- OTpuMaHu#i pO3YUH MICTHTH NPHOIH3HO 21 MI/MIT TpacTy3ymady.
- Inmmmu inrpenienTamu € L-rictuauHy rinpoxmnopun, L-rictumus, cop6it (E420 (aue. posmin 2
«Jlikapcpkuit 3aci6 Oriepi MicTuthk copbir (E420) i HaTpiii»)), makporo 3350, kucnora
XJIOPUCTOBOIHEBAa KOHLIEHTPOBAHA Ta HATPIIO TiApokcuA (1 KopuryBaHHs pH).

Sk purasgac jgikapebknii 3acié OriBpi Ta mo MicTHTBCS B yHakoBii

Jlixapcekuii 3aci6 OriBpi € MOpoLIKOM I KOHIIEHTPATY U1 PO3YHHY IS BHYTPIMIHBOBEHHOT iHdY3i1,
IO TMOCTABIAETECS Y CKISHOMY (PIIakoHi 3 'yYMOBOIO MPoOKOI0 Ta MicTHTE 150 Mr abo 420 mr
tpacty3ymady. [Topoiriok Mae BUrisa ocaxy 6ioro abo 6ino->koBTOro konsopy. KoxHa kapToHHa
YHaKOBKA MICTUTE | ()JIaKOH 3 MOPOLIKOM.

Biaacuuk peeeTpanifinoro nocsiguenas
Biocuminap Konabopeiimnc Aiipnenn Jlimiten
(Eit Bioxon Bionomkixc Kommani)

FOmnir 35/36

I'pamx [Tapag

Banpoiin Ingactpian Icredt

Hy6min 13

JAYBJIIH

Ipnannis

D13 R20R

Bupo6uuk

biociminap Konabopeiiuac Aitpnenn Jlimiten
Brok B, KpecuenT binginr, Canrpi Jlemecne
HyOmnin

D09 C6X8

Ipnangisa

Moo 6ynp-axoi iHpopmaLii Ipo ueH gikapchkuii 3acib, Oyap acka, 3BEpHITHCS A0 MICIIEBOrO
npeAcTaBHUKA BriacHUKa peecTpariiifHoro mocBiA4eHHs:

Ipnangis

Biociminap Komabopeiimsc Aitpnenn Jlimiten
Ten: 1800777794

JaTa 0cTaHHBLOrO Meperjaay HbOro JHCTKA-BKAAAHIIA rpyaeHb 2023

Hetanbra inpopmalis npo uel ikapcpkuii 3aci6 qoctynHa Ha BeO-caiiTi €Bponeichkoro AreHTcTsa
Jlikapeekux 3acobis (European Medicines Agency): http:/www.ema.europa.eu.




Orispi® 150 mr 420 mr
MOPOLIOK JUTs KOHLEHTPATy [UIs pO3UMHY miis iHdy3iH
Tpacry3ymad

Hacrynna indopmanisi npu3sHadeHa TiIIBKH JJI1 MeIHYHHX HpaliBHHKIB

{06 3amo6irTi MOMMIKAM TIPH JIIKYBaHHI, BXXJIMBO IEPEBIPIATH ETHKETKH (IIAKOHIB, LI00
MepeKOHATHCS, 1O JIIKH, SKi FOTYIOTH 1 BROJSATH, € OriBpi (TpacTy3ymab), a He THIIHMHA NPOIYKT, L0
MICTUTH TpacTy3yMab (Hanmpukiaz, TpacTy3ymad eMTaH3HH abo TpacTy3ymab JepyKCTEeKaH).

3apxxau 30epiratite ekt gikapcpKuii 3aci6 y 3aKpUTiit opuriHaNbHil ynakoBIli B XONOOMIBHUKY TIPU
temreparypi 2 °C - 8 °C. [Ticis BITHOBIEGHHs BOJOIO U1 iH’€KUiH (He BXOAUTH A0 CKIaIy
YIaKOBKH) Jiikapchkuid 3aci6 OriBpi € ctabinpuumM nmpotarom 10 axiB mpu Temmeparypi 2 °C - 8 °C
Ta He OBUHEH 3aMOPOXKYBaTHCA.

Crhin motpumyBatucs OOEpeKHOCTI IiJ 4Yac BiJJHOBNEHHA Jikapchkoro 3aco0y OriBpi.
HapamipHe niHOYTBOPEHH M1 Yac BiTHOBIEHHS a00 CTPYIIyBaHHS BiTHOBJIEHOT'O JIIKApCHKOTO
3acoby Oriepi MOXke yCKIJIQIHUTHU BiAGip i3 ¢prakoHy HeoOXiqHOT 03U JTiKapChKOTo 3aco0y.

Oriepi 150 Mr mOpONIOK [T KOHUEHTPATY [T PO3HHHY Juid iH(Y3ii

Cnix norpumyBaTrca npaBui acenTuku. KoxeH ¢nakxon 150 mr 3 nikapcskum 3acobom Orispi
BiJIHOBITIOETECA 7,2 MJI BOAM JUIs 1H €K1 (HE BXOIUTH 10 CKIIaXy ynakoBKH). Ciij YHHKATH
BHKOPUCTAHHS IS BIAHOBJICHHS IHINMX PO3YMHHHUKIB. O6’€M BiHOBJIEHOTO JIKapChKOro 3acoly,
o MicTuTh TPUGIU3HO 21 MI/MIT TpacTy3ymady, CTaHOBUTE 7,4 MJI Ta MPpU3HAYEHUH AIABBEACHHS
1 no3u. 4 %-ii HaguIok 06’ €My rapaHrye, o 3a3HaveHa qo3a 150 mr moxxe Oyt Binibpana 3
KO>XKHOTO (byiakoHy.

Oriepi 420 Mr MOPOLIOK JUlsl KOHLIEHTPATY M1 PO3UHHY JuTs iHMDY31H

Crin norpumyBatrcs npaewi acentuku. Koxxen duakon 420 mr 3 nikapeskum 3acobom Oriepi
BiIHOBIIIOETECA 20 MJT BOJM [UTs iH €K1l (HE BXOAUTH 0 CKIANy YNAakoBKH). CllijJ YHUKATH
BUKOPHCTAHHS JUIS BIAHOBNICHHS IHUIMX po34MHHUKIB. O6’€M BiTHOBIIEHOro JiKapchkoro 3acody, 1o
MicTUTh mpuOIU3HO 21 MI/min TpacTy3ymaly, CTaHOBUTH 21 MJI Ta MpU3HAYCHHH [IsBBeACHHS | 103H.
4,8 %-it HaJTAIIOK 00’ €My rapaHTye, 1o 3a3HadyeHa no3a 420 Mr moxe OyTH BinibpaHa 3 KOXKHOTO

¢dhraxoHy.

®iaxoH Orispi O6’eM cTepHIbHOT BOAH JULS iH’€KIIiH Kinuesa KoHIIEHTpawis
®Omakou 3 150 mMr |+ | 7,2 Mn = | 21 Mr/Mn
OnakoH3420mMr | + | 20 M =] 21 mr/ma

IHeTpyKILUT AMs BiAHOBIEHHS

1) 3a qOOMOrOIO CTEPUITBHOTO LITIPHUIIA TIOBIFHO BBENITEH BIANOBIAHHN 06’ €M (1110 3a3HAYEHUH BHIIE)
BOJM JUTs iH’eKUii y $akoH 3 J1iodimi30BaHOK Macolo Jikapehkoro 3aco0y OriBpi, CpIMOBYIOYH
CTPYMIiHBPO3YHHHIKA Oe31I0CepeTHRO Ha JIiodiNi3oBaHy Macy.

2) O6epexHo obepTaiite (rakoH, mo6 cnpuaTy BigHosnenno. HE CTPYIIVUTE!

V mpotieci BiZHOBICHHS MOMUIMBE YTBOPEHHS HEBEJIUKOT KiMbkocTi minu. Jaiite ¢nakony Bincrostucs
BIPOAOBK NMpu6IM3HO 5 XxBryuH. [Ticns BigHOBNEHHS NikapcbKkul 3aci6 Oripinpeacrasise coboro
MIPO30PHIf PO3UMH Bi 6e36apBHOrO 10 611iM0->KOBTOr0O KOJIIEOPY, IO HETOBUHEH MICTUTH BUAUMUX
YacTOK.

BusHaueHHA HE0OXiAHOrO 06’ €My PO3UHHY:

e JUIA MOYATKOBOI 103H TpacTy3yMaby 4 MI/Kr MacH Ti1a ab0 HaCTYIHOT IOTHXKHEBOT
JIO3U TpacTy3ymaby 2 MI/KT MacH Tija:

GO



06’em (Mu1) = Maca Tina (kr) x 103y (4 mr/kr ans noqatkoBoi abo 2 Mr/Kr Ui HiATPAMYBATEHOT)
21 (mr/mn, KOHIEHTpALis BiTHOBJIGHOTO PO3YHHY )

s IS IOYATKORBOI JTO3M TpacTy3yMaly 8 Mr/kr Macu Tina abo HaCTynHOT 3-TIDKHEBOT
JI034 TpacTy3ymaby 6 MI/Kr MacH Tina:

06’em (M) = Maca Tina (kr) x 03y (8 mr/kr g noyatkoroi abo 6 Mr/Kr Ans DiATPHMYBaIBHOL)
21 (Mr/m, KOHLEHTpALis BIAHOBJIEHOI'O PO3YHHY )

Biamosiguuit 06’eM po3yrHy ciin Binibpaty 3 prakoHy, BUKOPUCTOBYIOUH CTEPUIIBHY TOJIKY Ta
IITIPHLL, Ta JoAaTH B iHQy3iHHUH MIlOK i3 HOJIBIHUTXITOpHAY, NOTieTHIEHY abo NOJNpoIieHy,
1m0 mMictuts 250 MIT po3uuHy Hatpito xnopuay 9 mr/mi (0,9 %) s indys3ii. He BukopucTOBYiiTE
PO3YHHH, sKi MicTATH rinoko3y. [Ilo6 nepemimaTi po3urH MillIoK ciifi obepexHo obepTaTu
MIIIIOK, YHUKAIOYH YTBOPEHHS ITiHU. [IepeBBeJeHHAM PO3UHHH JJIs NAPEHTEPAIBLHOTO
3aCTOCYBAHHS CJIiJ] OIJIAAATH Ha HAIBHICTH BUIUMHUX YacTOK abo 3MiHy konbopy. [licis
MIPUrOTYBaHHS PO3YHH CJIiJT 3aCTOCYBATH HeraiHo. Y pasi po3BeieHHs 3 JOTPMMAaHHAM IIPaBHI
ACeNTUKH PO3YHH MOXHA 30epiraty npotsarom 90 ni6 npu temmneparypi 2 °C - 8 °C abo 24 roguH.




[Iepexitan KOPOTKOI XapaKTEPUCTUKH o Peecrpaniiinoro nociguenns
JIKapChKOro 3aco0y Iep KaBHOKO MOBOIO, Ne

ABTEHTHYHICTH JKOI MiATBEPIKEHA i AMUCOM
3asgBHUKA 200 YIIOBHOBAXEHOT'O HUM
npencraBauka (Oenpkis K.J1.)

Bl

Koporka xapakrepHeTHKA JJIKAPCHKOIo 3aC00y

1. HA3BA JITKAPCBKOI'O 3ACOBY

Oriepi 150 Mr nopomok 11 KOHIEHTpaTY AJIsl pO3YHHY JUIA iHDY3ii
Oriepi 420 Mr opoIIOK JUI1 KOHILEHTPATY U PO3YMHY 1S iHDY3ii

2. IKICHMI I KUIbKICHHAM CKJIAJ

Oriepi 150 Mr nopomox Ang KOHOEHTPATY ULl PO3YHHY Ui iHh Y31

Omun ¢naxon micturs 150 Mr TpacTysymaly, ryMaHi3oBaHOTO MOHOKIOHaNBHOro amtutina IgGl,
OTPHUMAHOTO 3 CYCIEH3iiHOI KyJIbTYpH KIIITHH CCaBLiB (IEYHUKIB KHTAHCHKOrO XOM’IKa) Ta OUHLIEHOTO 32
Jonomororo adhiHHOi Ta i0HO0OMiHHOT XpoMaTorpadil, BKIIOUaOUH crieLpiuHi MpoUuenypH iHAKTUBALLI Ta
BUIANICHHS BipyCy.

Orispi 420 Mr MOPOINOK [UIS KOHUEHTPATY UL pO3uuuY Ul indy3ii

Omun ¢nakon mictute 420 Mr TpacTy3symaby, I'yMaHI30BaHOrO MOHOKIOHambHOro aututina IgGl,
OTPHUMAHOrO 3 CYCIICH31HHOT KyJIbTYPH KIITHH CCaBLIB (J€YHUKIB KMUTAMCHKOrO XOM’SKa), OUMILEHOTO 32
Jonomororo adiHHOi Ta ioHOOOMiHHOI XpoMmaTtorpadii, BiuTiodaroun crnetudiusi npouenypy iHaKTUBaLii
BipycCy Ta BUAAJICHHSL.

Binuosnenuii pozunn OriBpi MicTUTb 21 Mr/Mi TpacTy3ymatby.

JlonmoMibKHA petuoBHHA 3 BIIIOMOIO €0

Koxxen duakon mo 150 mr mictuts 115,2 mMr copbity (E420).

Koxxen dumakon no 420 mr mictuts 322,6 mr copbity (E420).

IToBHuit Nepenik JONOMIKHUX PEYOBHH AUB. Y po3aimi 6.1.

3. JIKAPCBKA ®OPMA

INopomok 1 KOHLIEHTPATy AJIs PO3UMHY [yisl iH}Y3iH (MOPOILOK s KOHLIEHTPATY ).
JliodinizoBaHMi MOPOLIOK Bif 617I0T0 KO CBITIIO YKOBTOTO KOJIBOPY.

4. KJITHIYHI XAPAKTEPUCTUKHA

4.1 TepaneBTHYHI MOKA32HHS

Memacmaniuniiil pax Morounol 3a103u

IIpenapar Oriepi nokasaHydH g AiKyBaHHA Hopociux nauieHTis 3 HER2-mo3uTHBHMM MeTacTATUYHHM
pakoM mosouHoi 3ano3u (MPM3):

— K MOHOTepaHIH JUTL HaI_I1€HT1B SAKUM 3aCTOCOBYBAJIU AK MlHlMyM L[Bl CXCMH x1M10Tepar111 3 l'IpPIBO,Ely
METacTaTUYHOT CTa,[lll 3aXBOpIOBaHHA. Honepemm x1M10Tepar[1>1 HDBHIlIf'l BKJTFOHATH e CHIIE
y pig f O b




aHTPAlMKIiH 1 TaKcaH, 3a BHHATKOM BHITaAKiB, KOMHM MAUi€HTH HE MArOTh IPOTHIIOKA3aHb 1O LIHX
npenapaTis. IlanieHTH 3 MO3UTUBHUMHM TOPMOHAJIBHHMM PELENTOPAMH TAaKOX MMOBHHHI MATH HEBIANY
TOPMOHAJIbHY Tepallito, 3a BHHATKOM BHIIA/IKIB, KOJIU MALIEHTH HE MatOTh MPOTHUIIOKA3aHb [0 [IAX METO/IIB
JIKYBaHHS.

y koMbiHamii 3 makyiTakcenoM Uil MaLi€HTiB, SKi He OTPUMYBaIM XiMioTepartii METacTaTHYHOT CTazil
XBOPOOH 1 JUIst IKUX HE TIXOUTEH AaHTPAIHKITIH;

y KOMOiHaLil 3 AoLETaKceaoM AN MAalLi€HTIB, AKi He OTPUMYBAJH XiMioTepariii METaCTaTHUHOI CTail
XBOpOOH 1 111 SKMX He MiAXOAUTH aHTPALHKIIIH;

— y xoMbiHamii 3 iHribiTopoM apomarasy UiS MALIEHTOK Y TOCTMEHOIay3i 3 TOPMOHANEHUM PELENTOp-
MO3UTHBHUM PAaKOM MOJIOYHOI 3aJI03H, SKi HE OTPUMYBAJIH XiMiOTeparil 3 MPUBOAY METACTATHYHOT CTaiil
3aXBOPIOBAHHS.

Panniii pax mojaounoi 3aiiosit

Oriepi mokazanuit /i JiKyBaHHA fopocaux nanieHTiB 3 HER2-no3UTHBHUM paHHIM pakoM MOJIOYHOL
3anosu (PM3):

micis XipypridHOro BTpYyYaHHs, XiMioTeparii (HeoaX'loBaHTHOI a6o aJ'fOBaHTHOI) Ta MPOMEHEBOT
Teparii (3a HeobxigHocTi) (auB. po3nin 5.1)

micis MIPOBEJICHHS ai FOBAHTHOI XiMioTeparlii JokcopyOiuuHoM i mpkinodocdamigoMm B koMOiHanii 3
nakytitakcesnoMm abo J0oLeTaKceoM;

— y xomOiHanil 3 aa’I0BaHTHOIO XIMIOTepami€lo JOIETaKCceIOM i KapOOILIATHHOM;

— y koM6iHalil i3 Heoas1 IOBaHTHOIO XiMiOTepalli€lo i3 IOJaIbIINM 3aCTOCYBaHHAM npenapaty Oriepi Ak
aJ’rOBaHTHOI Tepamii IUld JIKyBaHHS MICLIEBONOIUIMPEHOro (B TOMY YHCIHI 3aMajbHOr0) paky MOJOYHOT
3aJ1031 200 ITyXJIUH, AiaMeTp SKUX > 2 cM (auB. posainu 4.4 i 5.1).

Oriepi cyif 3aCTOCOBYBATH JIMIIE NAI[IEHTAaM i3 METACTATHYHUM ab0 pakoM MOJIOYHOI 3aJI034 Ha paHHiX
CTamifgx, Yl MyXJMHH MaroTh Hagekcnpecito HER2 abo ammumidikaitito rena HER2, gk BH3HaueHo 3a
JIOTIOMOIOK0 TOYHOTO Ta NEpeBipeHoro anamizy (quB. posaiiu 4.4 ta 5.1).

Memacmarmumnuil pax WyHKy

Ipenapat OriBpi y koMOiHamii 3 kanenuTabiHOM YK BHY TPIiLTHHOBEHHUM S5-(GTOPYPALIKIOM i IUCIIATHHOM
noKasaHMit [T JiKyBaHHs nanieHTiB 3 HER2-N03UTHBHOIO METACTaTUYHOIO a[€HOKAPIMHOMOIO LUTYHKA
9y racrpoezodarealpHOro IepexoAy, sKi paHillle He OTPUMYBAIH XiMIOTepamilo 3 MPUBOIY
MeTacTaTUYHOI'O 3aXBOPIOBAHH.

Ipenapat OriBpi ciif 3acTOCOBYBATH JIMIIE NALiEHTAM 3 METACTATHYHHUM PAKOM LUTYHKA, Y IyXJIHHAX
SKUX crocrepiraetees rinepekcnpecis HER2, mo BusHauyaethes 3a mokasHukom IHC2+ Ta
migTBepKytounm pesynstatoM SISH uu FISH, a6o pesynsrarom IHC 3+. Crin BUKOpHCTOBYBATH TOUHI
Ta BaJlifOBaHI METOIU JOCiKeHHs (B, po3ainu 4.4 ta 5.1).

4.2 Cnocib 3acTocyBaHHS T2 031

Ilepen nouaTkom Tepamnii 060B's13k0BUM € TecTyBaHHA Ha HER2 (muB. posnimu 4.4 i 5.1). JlikyBanus
TpacTy3ymMaboM Mae poO3IOYMHATH JHIUE JliKap, sSKMil Mae JOCBi 3aCTOCYBaHHSA IUTOTOKCHYHOL
XimioTepanii (nuB. po3ain 4.4), i IpOBOJUTH HOTO Mae JiuIle MEANYHUH MpalliBHUK.

IIpenapat Oriepi AJif BHy TPIlIHOBEHHOIO BBEJCHHS He NPH3HAYCHUM 11 MiIIKiPHOrO BBEAEHHS, HOro
CJTiJ BBOJUTH JIUIIE LIUISXOM BHYTPILIHBOBEHHOT iHOY3Ii.

Sxio noTpiGeH anbTepHATMBHMIN LIIAX BBEIEHHS, CJiJ 3aCTOCOBYBATH IHIII Mperapar IVTW‘Z\«M&O_\,
I10 MIPOMOHYFOTH TAKy MOM/IHBICTb.




Jnsg 3anobiraHHY MEIMKaMEHTO3HHM IIOMMJIKAM BaKIIMBO MNEPEBIPATH ETHKETKH (IakoHiB, o6
HepeKOHAaTHCs, IO TOTYETHCS | BBOAUTHCA came nperapar OriBpi (Tpacty3syMad), a He iHLIMI [penapar,
IO MICTHTB TpacTy3yMab (HampHKiIaJ, TpacTy3yMal eMTaH3uH abo TpacTy3yMal JepyKCTeKaH).

Cnioci0d 3acTocyBaHHA

Memacmamuynuil pax Moaounoi 3a103u

Tpumuoicnesa cxema

PekoMeHnOBaHa MOYAaTKOBA HABAaHTAKYBaJIbHA 1032 CTAHOBWUTH § MI/Kr MacH Tina. PexomeHmoBaHa
MiATPUMYIOHa 71032 3 TPUTIDKHEBUMM IHTE€pBallaMi CTAHOBUTH 6 MI/KI MacH TiJia, NOYMHAIOYH Yepe3 TPH
TIPKHI ITCITS HAaBaHTKYBAIBHOT J03H.

LlJomuoicnesa cxema

PekoMeHaoBaHA MOYAaTKOBAa HaBaHTaKyBaJlbHA OO3a TPacTy3ymaly CTAaHOBHTh 4 MI/KI Macd Tijia.
PexoMeH0BaHA MOTWKHEBA MIATPUMYIOYA 1034 TpacTy3yMaby CTAaHOBUTH 2 MI/KI MacH Tija, OYHHAIOYH
yepes TIKAEHD ITiC/Is HABAHTAXCYBaJIBHOI JO3H.

3acmocysanns 6 xombinayii 3 naxnimaxcenrom abo OOYemaxcenom

V 6a3oBux pocnimkeHHax (H0648g, M77001) naxitakcen abo joueTakcesn 3acTOCOBYBAIU Ha HACTY ITHEA
JIeHb MicHs Tepiuoi 703K TpacTy3yMmady (inonxo mo3u nuB. KopoTky XapakTepHCTHKY TiKapcbkoro 3acoby
(KXJI3) mns makmitakcenmy abo oueTrakcedy) i onmpa3y micis HACTYMHHX 03 TPacTy3ymaly, AKIIO
ronepeaHs 103a TpacTy3ymaldy nobpe mepeHoOCHIaC.

3acmocysanns 6 kombinayii 3 inzibimopom apomamasu

V ©GasoBomy mocnimxenti (BO16216) tpacty3ymab i aHacTposon 3actocoByBaimu 3 1-ro nus. He 6yso
oOMeskeHB LIOI0 BITHOCHOTO Yacy IpUHOMY TpacTy3ymaly Ta aHaCTpPO30J1y IiJ Yac BBeeHHS (IHOIO0 A03H
muB. KopoTKy xapakTepHCTHKY IpenapaTy U1 aHacTpo30ily abo IHIUX iHribiTOpiB apomMarasu).

Pauuin pax moaoynoi 3aiosu

Tpumuoicnesa ma uomudlCHesa cxema

JIns TpUTIDKHEBOT CXEMHU PEKOMEHOBaHa [MOYaTKOBA HaBaHTa)KyBaIbHA J103a TPAacTy3yMaly CTaHOBUTH 8
MI/Kr Macu Tina. PekomMeHmoBaHa HiATpHMYyIOYa 1032 TPacTy3ymMaly 3 TPUTHKHEBHMM IHTepBAlaMU
CTAHOBHTB 6 MI/KI' MacH Tijia, IOYMHAIOYH 3 TPHOX THIKHIB ITiCTIsI HABAHTAXKYBAIBLHOT TO3H.

IoTwkHera cxema (TIOUATKOBA HABAHTaXKYBaJIbHA /1034 4 MI/KT, MOTIM 2 MI/KI IIOTHXKHS) OAHOYACHO 3
MAKJIITAKCEJIOM Micis XimMioTepanii qokcopybinuHoM i nukinodochaminom.

JluB. po3ain 5.1 pig koMOiHOBAaHOTO TO3yBaHHSA XiMioTepalrii.

Memacmamuunuii pPax uiavVHKY

TpumuoicHesa cxema

PexoMeHaoBaHa MoYaTkoBa HaBaHTaXKyBajbHa /103a CTAHOBUTH 8 MrI/kr macu Tima. PekoMengosana
HigTpUMyIoUa 103a 3 TPUTHKHEBUMH iHTepBajlaMH CTAHOBUTH 6 MI/KI MacH Tina, MOYMHAIOYU 3 TPHOX
TIDKHIB MICJISI HABAHTAXKYBaJIbHOL JO3HU.

Parc sonounoi 3anozu ma pax WwiveKy

Tpusanicme nikyeanus

IManieHTiB 3 MeTacTaTUYHUM PaKOM MOJIOYHOI 3aj103u ab0 MOLIMPEHUM PAaKOM LUTYHKY CITif JIiKyBatTH
TpacTy3ymMadoM 10 NporpecyBaHHs 3aXBOPIOBAHHS.

INauieHTd 3 paHHIM paKOM MOJIOYHOT 3aJI034 IIOBHHHI OTPUMYBATH JIIKYBaHHS TPacTy3ymMaboM npotsarom |
poky ab0 [0 peuMaMBY 3aXBOPIOBAHH:, 3aJIEKHO Bill TOTrO, L0 HACTaHE paHillie;, HE PEKOMEHAYETHCA

IIPOJOBXKYBATH JIIKYBaHHS PAHHBOrO paKy MoJIoyHoT 3a103u Oinbiue 1 poky (auB. posain 5.1).
s
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3nuorcennsa 0osu

ITix yac KIHIYHUX JOCTIPKEHb 03y TpacTy3yMaly He 3HIKyBanmu. IlallieHTH MOXYTH MPOAOBXKYBATH
Tepartito MPOTAroM NepiofiB 060pOTHOT MieIoCyIIpecii, CIPUYMHEHOT XIMIOTepami€ro, aje MPOTAroM LHOro
nepiogy 3a HUMM CIIiJl peTeNbHO CIOCTepIiraTH 040 YCKIaaHeHp HelTponeHil. 3sepHiThesa no Kopotkoi
XapaKTepUCTUKYU Ha JIKapchbkui 3acid Iyis mawsmitakceny, mouerakceidy abo iHriGitopy apomarasu, 1mo6
OTpUMAaTH iHGOPMALIIO OO 3HWKEHHS 103U ab0 MMOJOBXKEHHS IHTepBaJIiB.

ko dpakuis Bukuay gisoro uuryHouka (OBJILI) y BigcoTkax magae Ha > 10 myHKTIB BiJ TOYATKOBOTO
3HaueHHs a00 3HIKYeThCs 1o MeHIe 50 %, JTiKyBaHHS CIIi NPH3YIMHAHKUTH Ta IPOBECTH MOBTOPHY OLIHKY
®BJILI npoTsrom npubnuzno 3 TrkHiB. ko OBJIILI He mokpanimacs, abo BoHa wie Oinbliie 3HU3HIACH,
ab0 SKIO PO3BHHYJIACH KIIHIYHO 3HAYYIA CepLeBa HENOCTATHICTH, CNiJ HAIOJETTIHBO PO3TJISHYTH
MO>KJTHBICTh MPHIIHHEHHS 3aCTOCYBaHHA TPAacTy3ymaly, 32 BHHATKOM BHIIAJKiB, KOJH KOPHUCTH VIS
OKpEMOrO TAlli€HTa MEpPeBAKAE PU3MKU. YCIX TaKMX MAL[€HTIB CIIiJ HANPaBHTH HA OOCTEKEHHS IO
KapioJora Ta criocTepiraT 3a ix cTaHOM.

IIponyweni ooszu

SIKIIO MalieHT MpPOITyCTHB A03Y TpacTy3yMaly Ha OIMH TIOKICHb ab0 MeHIIe, CJIiJl SKHANIIBU/IIIE BBECTH
3BHYANHY MATPUMYIOUY A03y (IIOTHXKHEBA cxXema: 2 MI/Kr; TpUTWkHeBa cxema: 6 mr/kr). He dekaiite
HACTYITHOTO 3aIJIAHOBAHOTO LUKITY. [loganbiii migTpuMy Ol JO3U Ci1il BBOIUTH Yepe3 7 nHie abo 21 aeHn
BiITIOBIHO IO TIDKHEBOT a00 TPHTHIKHEBOT CXEM.

SIK1110 MAIliEHT MPOITYCTHB A03Y TpacTy3yMaly GiIbHI HiX Ha OMH TWKACHE, IOBTOPHY HABAHTAKYBAJIbHY
JI03y TpacTy3ymaly CJiJ BBECTH MpOTAroM HpuOmu3Ho 90 xBUAMH (LIOTIKHEBA cxema: 4 MI/KT;
TPUTIKHEBA cxeMa: 8 Mr/kr) sikomora meuaLre. [logansmi marpuMyodi 1034 TpacTy3yMady (IIOTKHEBA
cxema: 2 MI/KT; TPUTHXKHEBA cxeMa 6 MI/KT BilIOBiAHO) cimiJy BBOOUTH Yepe3 7 abo 21 aeHb BiAmoBiqHo 40
TIDKHEBOT a00 TPUTHXKHEBOT CXeM.

Ocobnusi epynu nayienmie

CrerianpHux papMakoKiHETUYHUX JOCTiIKEHb Y NaLlieHTiB MOXHUIIOro BiKy Ta MALli€HTIB 3 MOPYIICHHAM
¢yHkuii HUpOK abo mewiHkd He MpoBOAWIOCA. Y MOMyJsliiHOMY (apMakOKiHETHUHOMY; aHATi3i BiK 1
nopymeHHs GpyHKUiT HUPOK He BIUIMBAIOTh HA PO3MOALI TpacTy3ymaly.

imu

HemMae IominbpHoro 3acTocyBaHHs TpacTy3yMaly B HediaTpuuHiil MOy sLii.

Criocib sacrocyBaHHs

HapantaxxyBanpHy 103y TpacTy3yMaly ciIii BBOQUTH y BUITISIAI 90-XBHIIMHHOT BHY TPILIHBOBEHHOT iHQY3il.
He BBOZMTH BHYTpilIHBOBEHHO abo0 OOMOCHO. BHYTpIiIIHbOBEHHE BIIMBAHHA TpacTy3ymMaly Mae
3[iHCHIOBATH MEIMYHUM MpalliBHUK, KU rOTOBHH JiKyBaTH aHadinakciio, i Mae 6yTu nqoctynHuii Habip
I eKeTpeHol qormomory. Cruif crocTepiraTv 3a nauieHTaMu HIOHaHMEHIIe IIPOTArOM [IECTH TOAMH TTICIs
1I09aTKy Mepuroi iHgy3ii Ta MpOTAroM ABOX FOAHMH ITICIA NMOYATKY HACTYNHHUX iHQY3iH IOA0 TakMx
CHMIITOMIB, SIK JIIXOMaHKa Ta 03HO0 a0 iHIN CUMNTOMHY, TTOB’s13aHi 3 iHdy3ieto (quB. po3ainu 4.4 ta 4.8).
[NepepupanHs ab0 YNOBITBHEHHS MIBHIAKOCTI iHQY3il MOXe JAOMOMOTTH KOHTPOMIOBATH TaKi CHMITTOMH.
Iudysiro MoxHA BiAHOBUTH, KOJIU CUMIITOMY 3HUKHYTb.

SIkino moyaTkoBa HaBaHTaXXyBaJIbHA 103a J0OPe MePEeHOCUITACH, HACTYIIHI JO3H MOXKHA BBOAUTH Y BUTIIAIL
30-xBunuHHOT 1HY3I.

[HCTpYKIIT OO0 PO3YMHEHHS JTiIKapChKOro 3aco0y nepes 3aCTOCYBaHHIM AUB. Y pO3/iii 6.6.
4.3 TIpoTHnOKa3aHHSA

* [TinBuIeHa 4y TIAUBICTH 4O AiF0YOI peUOBHHU, MUIIAYUX O1TKiB 260 [0 Oy AB-IKOI 3 JONOMDKHHX PEYOBHH,
nepeniyeHux y po3aini 6.1.

* BupaskeHa 3aJUIIKa B CTaHi CMIOKOI0 BHACIIJOK YCKIaAHEHB Mi3HIX 37OAKICHUX HOBOY
noTpebi B JOOATKOBIH KHCHEBIH Tepamii. :




4.4 OcobamBi 3acTepeskeHHA Ta 3acTepesKeHHs LI0M0 32CTOCYBAHHA

[IpocTexyBaHICTh

3 METOr0 NOKpAlIEeHHs BiACTEXKEeHHs O10JI0riuHMX JIKApChKUX 3aco0iB cmif wiTko QikcyBaTH Has3By Ta
HOMep cepii BBEIEHOTO Ipernapary.

TecryBanns Ha HER2 HeoOxinHO npoBonuTH B creuianizoBaHiii labopaTopii, ska Moke 3abe3rneduTn
aJICKBATHY BaJlial(iio IPOLEAYP TeCTyBaHHs (AuB. po3aia 5.1).

Hapa3si Hemae NaHHMX KIIHIYHUX JOCIHIDKEHb INOJO IOBTOPHOrO JIIKYBaHHS MALIEHTIB, fAKi paHilre
OTPHUMYBAITH TPAcTy3yMab B SIKOCTI ' FOBaHTHOI Teparii.

Cepuepa gHchYHKLIA

Sazanvri MIDKYEQHHSA

[MarieHTH, SKi OTPUMYIOTH JIIKyBaHHA TpPacTy3ymMaOoM, MalOTh MiABHINCHHHA PU3HK PO3BHUTKY CepLEBOT
HemocTatHocTi (kmac II-IV 3a kmacudikaniero Hero-Hopkeskoi kapmionoriusoi aconianii [NYHA]) a6o
6escumMnToMHOI cepueBoi muchynkii. Ll sBuIma criocTepiranucs y mauwieHTiB, sKi OTPHMYBAIM TEPAIIi0
TpacTy3ymMaboM oxpeMo abo B komOiHawii 3 mawiitakcenmoM abo JOIeTaKCeNIoM, OCOOIMBO ICis
XimioTepamii, IO MiCTHTh AHTpAaUMIUIIH (HOKcOopyOiluMH abo enipyOiumH). BoHM MoXyTh OyTH BiA
MOMIPHHX O TSOKKHMX 1 acoLiloBaTHCS 3 JIeTalbHUM HacmigkoMm (auB. posain 4.8). Kpim toro, ciix
JOTPUMYBATHUCS OOEPEHHOCTI IPH JTiKyBaHHI MAL€HTIB 3 IiIBUIICHUM CepPIIEBUM PU3UKOM, HATPHKIIA, 3
apTepiaIbHOIO IIIePTeH31€I0, AOKYMEHTAIBHO MiATBEPHKEHOIO ilIeMiuHOI0 XBopoboto ceprit, CH, @BJIIII
< 55 %, MTHBOTO BIKY.

Vcim kaHAuZaTaM Ha JTiKyBaHHA TpacTy3yMaOoM, 0COOIMBO THM, XTO PaHillle OTPUMYBAB aHTPALMKIIHH
Ta nutodpocdaminu (ALL), cnig npoiitu 6azoBe kapAioMoriuHe 00CTEKEHHS, 1O BKITIOYAE 30ip aHaMHe3y
Ta ¢QisukanpHe obctexeHHs, enexTpokapaiorpamy (EKI'), exokapmiorpamy Ta/abo MysbTHUCHipaibHE
cxanysanHsa (MCI') abo marHiTHO-pe3oHaHCHY Tomorpadio. MOHITOPHHT MOXe HOHOMOTTH BUSBHTH
MAII€HTIB, Y AKHX PO3BHBAETHCS ceplieBa AuchyHKLis. Kapaionoriuai JOCTIMKEHHS, SK i Ha [TOYaTKOBOMY
eTami, CiJ IOBTOPIOBATH KOXKHI 3 MicAlli MiA 4ac JIIKyBaHHS Ta KOMHiI 6 MICSIIB ITICNA MPUITHHEHHS
niKyBaHHS 10 24 MicsLiB BiJ OCTaHHBOTO BBelIeHHA TpacTy3ymaly. Ilepen mpHAHATTAM pileHHS Ipo
JIIKYBaHHS TPacTy3yMaboM CIIiJl IPOBECTH PETENbHY OLIHKY CITiBBITHOIICHHS PHU3UK/KOPHCTS.

3a pesynpTaTaMy NOIYJLIIIHHOTO (hapMaKOKIHETUYHOrO aHai3y BCiX HaJBHHUX MaHUX (OHB. po3aind 5.2),
TpacTy3ymad Moxke 30epiratucsa B KpoBooOiry no 7 MiCALIB IiCNs IPUINMHEHHS JIIKYBaHHS [PENapaToM
Oriepi (ouB. po3nin 5.2). [TanieHTy, fKi OTPUMYIOTh aHTPALMKITIHY MiCIS BIAMIHK TPacTy3yMaly, MOXKYTh
MaTH NIiIBUUIECHHIH PU3HK PO3BHTKY ceplieBOl AUCRYHKLIl. SKIIo e MOXIIHMBO, JIIKapsAM CNif YHHUKATH
Tepamii aHTpalMKJIiHAMU IPOTAroM 7 MICALIB IC/IA BiAMIHE TpacTy3ymaly. Y pasi 3acTocyBaHHS
AHTPALMKIIIHIB CJTij] PETENBHO KOHTPOJIIOBATH CEPLIEBY (QYHKIIIO MAI[IEHTA.

dopmasibHe KapzionoridHe OOCTE&KEHHS CIiJ NPOBOMUTH MALli€HTaM, Y SKHUX € MpobJeMH 3 CepiieBoO-
CYJIMHHOIO CUCTEMOIO Miciig 6a30BOro CKPUHIHTY. Y BCIX MALE€HTIB CJTifi KOHTPOJIOBATH CepLEBY (QYHKIIIIO
mix yac JiKyBaHHS (HampHknai, KokHi 12 TikHiB). MOHITOPUHT MOke HOTIOMOITH BHSBHTH TAIliEHTIB, Y
SKHX PO3BHBAETHCs cepueBa AucOyHKid. [lamientam, y sSKuX po3BHBAEThCA OGE3CHMIITOMHA CEplieBa
JUChYHKLIisS, MOXKE OyTH KOPUCHUM O1IBII HaCTHI MOHITOPUHT (HANPUKIIAA, KOXHI 6 - 8 TibkHiB). S0 y
MALiEHTIB IPOJOBXKY€E 3HIKYBATUCS (BYHKLS JIIBOTO IUTYHOUKA, aJle 3ATUINAETHCA Oe3CHMIITOMHOFO, TiKap
MOBHHEH PO3IIITHYTH IIUTAHHS [1PO IPUNMHEHHS Tepallii, SKII0 He CIIOCTePIracThes KIIiHIUYHOT KOPHCTI Bifl
Tepanii TpacTy3ymMmabom.

Bbesneka mnponoexeHHs abo NOHOBJIEHHsA JIIKyBaHHA TpacTy3yMaOOM Yy TAIli€HTIB i3 CeprieBOrO
muchyHKII€0 TMPOCHEKTUBHO He BHBYaTacs. SKINO (pakiis BUKMAY JdiBoro myHouka (DBJII) y
BicOTKax nafae Ha> 10 myHKTIB BijJ IOYATKOBOr0O 3Ha4€HHA ab0 3HIKYETHCA O MeHIue 50 %, JTikyBaHHs
CJi MPU3YIIMHKMTH Ta NPOBECTH NOBTOPHY ouinky OBJILI nporarom mpubnuszo 3 TI-!}KHi__r_s._}lQo OBJIII
He MoKpalmunacs, abo BoHa Iie Oinbine 3HU3WIACA, ab0 SKIO PO3BUHYJNACH KITHI4HE 31 uy. 1a cepuesa




HEJIOCTaTHICTb, CJIiJ] HAITOJISTIMBO PO3IIITHY TH MOXUIHUBICT IIPUITMHEHHS 3aCTOCYBaHHA TpacTy3yMaly, 3a
BHHATKOM BUMAKIB, KOJIH KOPUCTH 11 OKPEMOTO MallieHTa NIepeBaXkae pU3UKH. Y CiX TAKUX MAI€HTIB CIILN
CKEPOBYBATH Ha OOCTEKEHH O KapAioJora Ta IoAaiblle CIIOCTEPEKEHHS.

Sxwo mix yac Tepanii TpacTy3ymMaboM pO3BHBAETHCS CUMITOMATHUHA CEepLieBa HEAOCTATHICTh, il CIIif
JIKYBaTH CTaAHJAPTHUMH JIiIKapChKUMU 3acobamu s JikyBaHHS XCH. V 6uIbIIocTi mauieHTis, y SKux
posunyiacs XCH abo GescummromHa ceplieBa AUCGYHKI[iS B OCHOBHHMX MOCHIIKEHHAX, CTaH
NIOKPAIIMBCA [IPH 3aCTOCYBaHHI cTaHAapTHoro JikyeaHHs XCH, mo ckiagaeThes 3 iHri6iTOpa aHrioTeH3UH
neperBoproBansHOro depmenty (AIID) abo 6nokaropa peuentopis anrioTeHsusy (BPA) Tta Gerta-
Gnokaropa. BinmplricTh MauieHTiB i3 ceplLEeBHMMM CHMOTOMAaMH Ta JOKA3aMM KJIiHIYHOI KOPHCTI Bif
JIKyBaHHS TPAcTy3yMaboM IPOIOBKYBaIM Tepario 6e3 oAaTKOBUX KITIHIYHHX CepLEBHX HOJIIH.

Memacmamuyniil pax MOA0YHOT 3071031

TpacTy3ymab i aHTpaLMKJIHHA He CIIi[ NpH3HAYaTH OJHOYACHO B KOMOIHAUii IIpH METACTATHYHOMY PaKy
MOJIOYHO] 3aJI03H.

[MawieHTH 3 METACTATUYHHM pPAKOM MOJIOYHOI 3aJI03M, SIKi paHille OTPHMYBAJIM aHTPALMKIIIHH, TaKOXK
MiIJAI0TECA PU3UKY PO3BUTKY CeplLieBOi MUC(YHKIIT NpH JTIKyBaHHI TpacTy3yMabom, Xo4a L€ pU3HK
HYDKYMM, HDK TIPH OIHOYACHOMY 3aCTOCYBaHHI TpacTy3yMaly Ta aHTPalUKIIiHiB.

Panuinl pax monounoi 3anosu

JIns mamieHTiB 3 paHHIM pakoM MOJIOYHOI 3aIO3M CJiJl [OBTOPIOBATH OLIHKY cepLeBoi MisIBHOCTI,
NpoBelleHy Ha IMOYATKy JIKYBaHHs, KOXHI 3 Micsli MiA 4ac JIKyBaHHA Ta KOXHI 6 MICALIB MiciIsA
UPHUIHHEHHS JIIKYBaHHSA A0 24 MicAliB Micls OCTAHHBOrO BBEACHHA TpacTysymaOy. Ilamienram, sxi
OTPUMYIOTH XiMiOTepario, 10 MiCTUTh aHTPALMKIiHN, PEKOMEHAY€ETHCS NOAATBIIHNA MOHITOPHHT, SIKHIf
CJIiJT MPOBOJUTH LIOPOKY IPOTATOM 5 POKIB MiCJIs OCTaHHBOTO BBENEHHS TpacTy3yMaly abo [oBIle, AKIIO
crioctepiraerbes nocriHe 3HxeHHs OBJIL.

IMauientu 3 indpapkrom miokapaa (IM) B aHamHe3si, cTeHOKapAi€ro, IO NoTpebye MeIHKaMEeHTO3HOIO
nixysannsa, XCH B anamnuesi a6o gHaseaoro XCH (II - IV wrac 3a NYHA), ®BJILI < 55 %, inma
KapIioMionaris, ceplieBa apuTMis, 1O 1oTpebye JiKyBaHHA, KIiHIYHO 3HAYYINi 3aXBOPIOBAaHHA KJIallaHiB
cepls, IMOraHo KOHTPOJbOBaHA TrirepreHsis (riMepTeHsis, M0 KOHTPOJIOEThCA CTaHJApPTHUM
MEJIMKAMEHTO3HHMM JIIKyBaHHSAM) Ta TEeMONWHaMIUHO edeKTHUBHUII NepUKapAiaTbHUEA BUIIT Oynu
BUKJIIOUEHI 3 aIFOBAaHTHUX Ta HEOANIOBAaHTHHX KIOUOBMX aociimkeHs EBC 3 tpactysymaboM, i ToMy
JKyBaHHS He MOy<e OyTH peKOMEHIOBAaHE TAKHUM MAalllEHTaM.

A0 rosanmmna mepanis

Tpacrysymab Ta aHTpaUMKIiHM He CJIiA NPH3HAYaTH OOHOYACHO B KOMOIHALi B AKOCTI AOMOMDKHOTO
JTIKyBaHHI.

V maiieHTiB 3 paHHIM paKoM MOJOYHOI 3aJI03U CIIOCTEPiranocs 30UIbIIeHHs YaCTOTH CUMIITOMATHYHHUX 1
OE3CUMITOMHHX CEPIIEBHUX MOii, KOJM TpacTy3ymad 3aCTOCOBYBAIM IICs XiMioTepariii, 10 MiCTHTB
AHTPALMKITIHY, TIOPIBHAHO i3 3aCTOCYBaHHAM HEaHTpPALMKITIHOBOI CXEMH JIOLIETAKCETy Ta KapOonnaTHHy
Ta 6yJ10 OLIBLI BUPAKEHUM, KOJIM TPACTy3yMal 3aCTOCOBYBAIM OJHOYACHO 3 TAKCAHAMM. HK ITPU BBEACHHI
NIOCIIIOBHO 3 TakcaHamu. He3ane)XHO BiJ BHKOPHUCTOBYBAHOIO PEXUMY, OUIBIIICTH CHMIITOMaTHYHUX
CepleBHMX IMOMiM BHHUKAIM NpOTAroM mepiux 18 micsauis. B omHoMy 3 3 OCHOBHHX OOCHIIKEHB,
NPOBENEHUX Y cepeaHboMy TpuBaticTio 5,5 pokis (BCIRG006), cnioctepiranocs 6e3nepepsre 301MbILEHHS
KyMYJISTHBHOI YacTOTH CHMITOMAaTMYHHUX ceplieBHX nofifl abo momiit i3 ®BJIII y mnauieHTis, axum
3aCTOCOBYBIM TPACTY3yMa® OIHOYACHO 3 TAaKCAHOM IMicNs aHTpauUKIiHy A0 2,37 % mNopiBHAHO 3
npubiusHo 1 % y ABOX rpyrax NopiBHAHHA (aHTPALMKJIIH IUTOC LMKnodocdamin, MOTIM TakcaH I TaKcaH,
KapboruiaTuH i TpacTyzymab).

dakTopy pU3MKY cepLeBOl MOil, BUABICH] B YOTHUPbOX BEJIMKUX aJ1’ FOBAHTHHX JOCIIIKEHHAX, B 1@:"_1\

noxwmit Bik (> 50 pokig), Huspky @BJILI (< 55 %) Ha mouarky, no abo Mic/s MOYATKY f{KyAaHHA
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nakjiTakcesoM, 3HwkeHHs OBJII na 10-15 myHkTiB, a TakoX nonepeaHe abo 0AHOYACHE 3aCTOCYBAHHS
AHTHTIMEPTEH3UBHHUX JIIKAPCHKUX 32CO0IB.

V nauieHTiB, sIKi OTPUMYBaJIXA TPacTy3yMab Iic/is 3aBepIleHHs aa FOBaHTHOT XiMioTepartii, pusuk ceprieBol
avchyHKIil OyB TOB’SA3aHMH i3 BHIIOI KYMYJIATHBHOIO [O30I0 AHTPALMKIIiHY, SIKY BBOJWIM MEPEN
MOYATKOM JIKyBaHHS TpacTy3ymabom, i ingekcom macu tina (IMT) > 25 xr/m?.

Heoao toeanmno-ad oeanmua mepanis

V mamieHTiB i3 paHHIM PaKOM MOJIOYHOT 3aJI03H, SKi HiIXOAATH T HeOax FOBAaHTHO-a[1’ FOBAaHTHOI TepaITil,
TpacTy3ymal CJIiI 3aCTOCOBYBAaTHM OJHOYACHO 3 AHTPAlMKIiHAMH JTMIIE y TALi€eHTIB, fAKi paHille He
NPOXOIMIIH XiMIOTepalrlilo, i JHie 3 HU3bKUMH JO3aMU aHTPALUKITIHIB, TOOTO MAaKCHMAJTbHI KyMYJIITHBHI
no3u gokcopy6imury 180 mMr/m? a6o enipyGirpry 360 mr/m?,

SIKIo MaLieHTH OAHOYACHO OTPHMYBaIM MOBHMH Kypc HM3BKHX /03 aHTPALMKIIHIB 1 TpacTy3ymaly B
paMKax Heoa[l FOBaHTHOI Tepalii, A0AaTKOBY LIMTOTOKCHYHY XiMIOTepaIlifo IicjIs onepallii He npu3HaYaTH.
B iHWHX cuTyamisx pileHHs npo HeoOXiAHICTh TOJATKOBOI IMTOTOKCHYHOT XiMioTeparlil BU3HAYAETHC Ha
OCHOBI iHIUBIMyaTbHAX QaKTOpiB.

JlocBin 0fHOYACHOTO 3aCTOCYBaHHS TPacTy3yMaly 3 HU3BKUMH J03aMHM aHTPalHKTiHY Hapa3i 0OMeKeH i
nociimkenaM MO16432.

V xmouoroMmy gocmimkenHi MO16432 Tpacty3symab BBOAWIM OJHOYACHO 3 HEOATIOBAHTHOIO
xiMioTepari€ro, 110 BKIIIOYaIa TPU LUKIIH NOKCOpYOiluHy (KyMyaaTuBHa qo3a 180 mr/m2 ).

YacToTa cUMIITOMaTHYHOT ceplieBoi aucoyHKLIT craHoBuia 1,7 % y rpyIi Tpacty3ymaby.
Kriniunmii mocBin 3acTocyBaHHA Npenapary malieHTaM BiKOM Bill 65 pokiB oOMexeHHit.

Peaxuil, nos’a3ai 3 iHdY3icl0 Ta rinepyuyTiHBICTE

IMoBinomsanocs npo cepiosHi peakuii, noe’a3aHi 3 iHy3iero, mpu iHPy3ii TpacTysymaly, BKIIOUYAIOYH
3aUIIKY, apTepialbHy riNOTEH31I0, CBUCTIYE JUXAHHS, MNIIePTeH31I0, OpOHXOCTAa3M, CYIPABEHTPUKYIISIPHY
TaxiapuTMIiIO, 3HIDKEHHS HAaCHUEHHs KHCHeM, aHadiIaKCilo, pecmipaTOpHHil AMCTPeC, KPOIHR’SIHKY Ta
aHriOHEBPOTHYHMM Habpsk (quB. po3air 4.8). s 3HIDKEHHS PU3HKY BHHUKHEHHS LMX SBHLI MOKHA
BHKOPHUCTOBYBATH MpeMeHKallifo. BinpmicTs X moaid BUHHKAE mig yac abo mpoTaroM 2,5 TOAMH ITiC)is
noyatky nepiuoi iHdysii. ¥V pasi BUHHKHeHHs peaklil, ToB’a3aHoi 3 iH]y3iero, iHY3ir0 Clif MPUNUHATH
ab0 3MEHIIMTH MBUAKICTB iHQY3Ii Ta crocTepiraTi 3a NaLiEHTOM IO 3HUKHEHHS BCIX CITOCTEPEKYBaHUX
camnroMiB  (muB. po3aut  «OcobnuBocTi  3acTOCYBaHHA»). Lli  CUMIITOMH MOXHA JiKyBaTH
aHaJbreTMKaMu/’KapO3HIDKYBAIBPHUMHM 3ac00aMH, TakHMH sK Menepuaud abo mnapaneramon, a6o
AHTUTICTAMIHHAMH 3aco0aMHM, TakuMM sk AudeHrigpamid. Y OUTBIHOCTI MALi€HTIB crocTepiraiocs
3HUKHEHHS CUMIITOMIB, 1 3r0ZIOM BOHH OTPUMYBAaIM NoAanbiii iHQY3ii TpacTy3ymaly. Cepiio3Hi peakiii
YCHIIIHO JiKYBaJIH HiATPUMYIOUOIO TEPAMIE0, TAKOKO K KHUCEHb, 0€Ta-aroHIiCTH Ta KOPTHKOCTEpOian. Y
PiIKICHHX BHIIaJKax I peaxiii HoB’s3aHi 3 KIIHIYHEM MepebiroM, LIO 3aBEPINYETHCA JIETATBHHUM
HacigkoMm. IlarieHTH, sAKi BIAYyBatOTh 3aJUIIKY B CTaHI CIIOKOKO BHACTIAOK YCKJIAAHEHb MPOTPECYIOUOl
3JI0SIKICHOI IMyXJIMHU Ta CYITyTHIX 3aXBOPIOBaHb, MOXKYTh MaTH IiABMUICHHH PU3HK JETATBHOI peakilii,
noB’g3aH01 3 iHOYy3ier0. TOMy TakuX MalieHTIB He CITiA J1iKyBaTH TpacTy3yMaboM (IuB. posain 4.3).

Takox MOBIIOMIAIOCS NPO MOYATKOBE MOKPAINEHHA 3 MONAJIBLIMM KIIiHIYHUM MOTIpIIEHHAM Ta IpO
YIIOBUIBHEH! peakiii 31 MIBUAKAM KIiHIYHMM MOTipLueHHAM. JleTanbHi BUNAAKU TPAIUTSUINCSA MPOTATOM
JIEKITBKOX TOAMH 1 JO OOHOrO TWKHA micisd iHQyY3il. Y gyke piAKICHWX BUMAAKaX y MALliCHTIB
criocTepirajiaca nosea iHQY31HHHX CUMIITOMIB Ta JIETEHEBUX CUMITOMIB OiNbLI HIXK Yepe3 UICTh TOJUH
micyis movarky iHQy3ii Tpactysymaly. IlallieHTiB ciIi HOMepeauTH MPO MOMJIMBICTE TAKOTO IMi3HHOrO
MoYaTKy Ta TPOIHCTPYKTYBAaTH MPO HEOOXiAHICTH 3BEPHYTHCA OO JIKApS Y pPa3i BHHUKHEHHS LIHMX
CHMIITOMIB.




Peakuiii 3 D0KY JIEreHn

IMoBigoMJIAIIOCS MPO TSOKKI JIETeHeBl SBHILA MPH 3aCTOCYBAHHI TPAacTy3yMaly y MOCTMApKETHHIOBOMY
nepioni (muB. pozmin 4.8). Lli dBumma iHo;ml npu3BOAWIM A0 JeTalpHHX Haciinkis. KpiMm Toro,
MOBIIOMJISNIOCS TIPO  BWIIAJIKH IHTEPCTHULIAJIBHOTO 3aXBOPIOBAHHS Jier€Hb, BKJIFOYAIOYH JIETCHEBI
iHGITBTpaTH, TOCTPHH pecnipaTopHUH AUCTPEC-CUHAPOM, IMHEBMOHIIO, THEBMOHIT, IUIEBPATBHUN BHIIIT,
pecrnipaTopHHUE AUCTpec, FOCTpUi HAOPAK JIETEHb Ta AUXANbHY HeOCTATHICTh. DakTopH pH3HKY, IIOB'I3aHi
3 IHTepCTHLIAJBHOIO XBOPOOOK JIET€Hb, BKIIIOYAIOTH IONEPENHIO abo CYIYTHIO Tepamilo iHIIHMH
MPOTHIYXIMHHUMH MpeTapaTamMH, AKi, K BiIOMO, aCOLUIOOTECS 3 HEIO, TAKUMH AK TaKCaHM, FeMIUTA0IH,
BiHOpeJIOiH Ta mpomeHeBa Tepamii. Lli sBUINAZ MOXYTh BMHHMKATH K YaCTHHA peakilii, MOB's3aHOI 3
indysieto, abo 3 BigcTpoueHuM modatkoM. IlamieHTH, ki BiAUyBalOTh 3aAMIIKY y CTaHi CIIOKOK Yepes
YCKJTaZHEHHs IOLIMPEHOr0 3JIOSKICHOrO HOBOYTBOPEHHS Ta CYIyTHI 3aXBOPIOBAHHS, MOXYTh MarTu
[iZIBUIISHUH PU3UK PO3BUTKY JIETeHEBUX ABUIL. ToMy TaKMX MAIi€HTIB HE cNijl JIKyBaTH TpacTy3ymadbom
(muB. posmin 4.3). Crin noTpuMyBatucs 0O€peXHOCTI IMOAO MHEBMOHITY, OCOGNHBO Yy NAIi€HTIB, AKi
OTPUMYIOTE CYITyTHE JIIKyBaHHS TaKCAHAMH.

JornoMbKHI pe4OBHHH

Baicm eopbimy
Orispi 150 mr mictuts 115,2 Mr copbiTy B KOKHOMY (IIaKOHi.

Orispi 420 mr micture 322,6 Mr copbiTy B KOXKHOMY (IIaKOHI.

IMamienTaM 31 cmaaxoBoro HenepeHocuMicTio PpykTozd (CH®D) He MoxkHa mpu3HAUYaATH LIl JNiKapChKUA
3acib 6e3 HaraabHOI NOTPebH.

V KOXHOIO MAallieHTa Tepel MPHU3HaYeHHAM IbOTO JIKapChKOro 3aco0y HeoOXimHO 3i6paTd AeTanbHY
icTOPpiro MO0 CUMITTOMIB CIIaAKOBOT HENIEPEHOCUMOCT] (PPYKTO3H.

Hampiti
Ileit nmikapcpkuit 3aci6 mictute MeHme | MMonb Hatpito (23 Mr) Ha 03y, TOOTO IMPAKTHYHO HE MICTHTH
HaTpilo.

4.5 Bzaemoist 3 iHIIHMH JTIKapchbKHMH 32c00aMH Ta iHIII BUAN B3aeMoOIiH

Jlocnimkenns B3aeMo il He mpoBoawiuck. KitiHiuHO 3HaUy ol B3aeMOil Midk TpacTy3yMaboM i CYITy THIMH
JKapCEKUMHM 3ac00aMH, SIKi BUKOPHCTOBYBAIHCSA B KIiHIYHUX AOCITI/PKEHHSX, HE CIIOCTEPIranocs.

Bnnus tpacty3ymaby Ha dhapMakoKiHETHKY 1HINHX MDOTHITVXJIMHHUX 3aC00iB

®apMakOKIHETHHHI 1aHi, OTPUMaHi B KIIIHIYHUX gocnimkeHHssXx BO15935 Ta M77004 3a ygacTio maiieHTiB
sinowoi crati 3 HER2-IO3UTHBHUM METACTaTHYHUM PAKOM MOJIOYHOI 3aJI03H, MPOJAEMOHCTPYBAJH, 110
BIUIMB MAaK/TiTaKCeJly Ta HOKCOpYOIiIlMHy (Ta IXHIX OCHOBHUX METabOJITIB 6-0-TIAPOKCUII-IAKITITAKCEITY,
POH, Ta noxcopy6iuuHoiry, DOL) He 3MiHIOBaBCS 3a HasABHOCTI TpacTy3yMaly (IpU HaBaHTa>KyBasIbHIll
71031 8 Mr/kr a6o 4 Mr/Kr BHYTpIlIHBOBEHHO 3 IIOJANBIINM 3aCTOCYBaHHIM BHYTPILIHBOBEHHO 6 MI/KT 1 pa3
Ha 3 TrokHiI 200 2 MI/kr | pa3 Ha TWKAEHH BiJIIOBIIHO).

Onnak TpacTy3ymMad MOKE ITiBHUIIWTH 3arajibHUM BIUIMB OJHOro 3 MerabonitiB mokcopybiumHy (7-
Jaeokcun-13-aurinpo-nokcopydiuuaon, D7D). Bioakrusnicts D7D Ta wiiHIYHMN BIUTMB MiJBHLIEHOTO
piBHA LBOro MeTaboiTy HEBiIOMI.

JaHi, oTpuMaHi B HeTOpiBHNbHOMY pnocnimkeHHi JP 16003 3 ouiHkM BIUHBY TpacTy3ymady (mpu
HABaHTAKYBaJBHIH 1031 4 Mr/Kr BHYTPIIIHBOBEHHO 3 MOAAJIBLIMM  3aCTOCYBAHHAM 2 MI/KT
BHYTpILIHBOBEHHO pa3 HAa TWXKAEHB) Ta gouerakcey (60 Mr/m> BHYTPILIHBOBEHHO) 32 YYACTIO JKIHOK 3
Snownii 3 HER2-MO3UTUBHUM METACTATUYHUM PaKOM MOJIOYHOI 3aJ103H, CBIOYHJIM MPO Te, L0 CYIyTHE
3aCTOCYBaHHs TPacTy3ymady He Mano BIUIMBY Ha (apMakOKiHETHMKY OJHOKpPATHOI NO3M JOLeTaKCewy.
Hocmimkenna JP19959 6yno niggocnmipkeHHAM B pamkax aocnimkenas BO18255 (ToGA), saxe
MTPOBOAMJIOCS 33 YYacTIO NALIEHTIB i3 SIIMOHII YOMOBIHO1 Ta >KIHOYOT CTaTi 3 PO3IOBCIOUKEHUM PAaKOM
UUTYHKY /UIA BUBUEHHS GapMakOKiHETHKW KareuuTabiHy Ta LMCIUIATHHY INPU 3aCTOCYBaHHI pasoMm i3
TpacTy3ymabom a6o 6e3 HbOro. PeynbraTu miAKociiLKeHHS CBi4aTh PO Te, [0 €KCIO3MIIis 6i0I0TiqHO
akTHBHUX MeTabonitiB (Hanpukian 5-FU) kanenutabiHy He 3MiHIOBaIAcs MpH CYMyTHHOMY 3aCTocyBaHHi
UHUCIIIaTHHY ab0 LMCIIaTHHy y koMbiHaLll 3 TpacTy3ymabom. OnHaK IpH 3aCTOCYBaHHI Y, umnauu 3
Tpactysymabom OyJ0 Bif3HAYEHO BHIII KOHLICHTPALIl KaneunTa61Hy Ta OLIBII TPHBAIL hig nnro




HamiBBrBeleHHsl. DapMakoKiHETHKA LMCIUIATHHY HE 3MIHIOBaacs NpU CYIYTHBOMY 3aCTOCYBAaHHI
kanenutabiny abo kanmeuuTabiHy i3 TpacTy3yMabom.

dapmakokiHeTuuHi mani gocnimkenHs H4613g/GO01305 y narieHTiB 3 MeTacTaTH4HHM a0 MicLEBO
nowupeHuM HeonepadenbHuM HER2-mo3uTHBHHM pakoM CBigdaTh Ipo Te, L0 TPacTy3yMab HE BIUIMBAE
Ha @K xap6ormnaruny.

BruiyB NpoTHIYXIUHHEX 3ac00iB Ha HhapMaKOKIHETHKY TPacTy3yMady

IMpu mopiBHSHHI MOJEMIOBaHHS KOHLIEHTpaLiff TpacTy3ymaOy B CHpOBATIi KpOBi Micis MOTOTeparii
TpacTy3ymMaboM (HaBaHTa)KyBaJIbHa 71032 4 MI/KT 3 IOJATBLIMM 3aCTOCYBAHHIM 2 MI/KI BHYTpPILIIHEOBEHHO
pa3 Ha TWKAEHb) Ta KOHLEHTpaUiii y CUpOBaTLi KPOBi, sAKi crocTepirayucs B xiHOK i3 SAmonii 3 HER2-
MIO3UTHUBHUAM METACTATHYHUM PaKOM MOJIOUHO] 3ano3u (pocnimkenHs JP16003), sxogHoro qokasy BILTUBY
CYIIyTHBOTO 32CTOCYBaHHA JOLETaKceTy Ha (hapMaKOKIHETHKY TpacTy3yMmaly BUABIIEHO He OyIio.

[Mopigusanas @K pesynbrariB, oTpUMaHux y ABoxX pociimkeHHsx ¢asu II (BO15935 ta M77044) Ta
opuomy pociimkenHi ¢asu III (H0648g), B sAKkMX mDallieHTH OTPHUMYBAIM JIIKYBaHHI OJHOYACHO
TpacTy3ymMaboM i MakJIiTakcesoM, a TakoX y ABOX pociikeHHax ¢asuIl, B skomy TpacTy3ymal
3acTocoByBaIM sik Motoreparito (WO16229 ta MO16982), 3a yuactio xiHok 3 HER2-O3UTHBHHM
METACTaTUYHUM PaKOM MOJIOYHOT 3aJT03H, BKa3ye Ha Te, IO OKpeMi Ta CepelIHi 3HaYeHHsS KOHLEHTpaLiit
TpacTy3ymMaly y CHpOBATLI KPOBi BapiloBaJIH Y MexaX OJHOIO ¥ TOro caMoro JOCHI[DKEHHS Ta B Pi3HHX
JIOCTIDKEHHSAX, TPOTE SBHOTO BIUIMBY CYIyTHBOTO 3aCTOCYBaHHA MakIiTakcely Ha (papMaKOKiHETHKY
Tpacty3ymaly He 6yno. [lopiBHIHHS JaHKUX PO hapMaKOKiHETUKY TpacTy3ymaly B mociimkenri M77004,
y sskoMy xiHk#u 3 HER2-IO3UTHBHUM METacTaTUYHHM PaKOM MOJIOYHOI 3aJT03H OTPUMYBAJId OJHOYACHE
JTiKyBaHHS TpacTy3ymMaboM, MakjliTakceaoM 1 JOKCOpyOIIMHOM, 3 MaHUMH Npo (HapMaKOKIHETHKY
TpacTy3ymaly B IOOCHIIPKEHHSIX, A€ TpacTy3ymab 3acrocoByBaBcs sk MoHoTepamis (H0649g) aGo B
KkoMOiHalil 3 aHTpaUMKIiHOM ILoc nuxogocdaminom abo maxitakcenom ( Hocnimkxenns H0648g)
MOKa3aJ10 BIACYTHICTh BIUIMBY AOKCOPYOIIMHY Ta MakjliTakcely Ha GapMakoKiHETHKY TpacTy3ymaly.

dapmakokiHeTHuHi naHi gocaimkenHs H4613g/GO01305 cringats npo Te, 1o kapOOnIaTHH He BIUIMBAE
Ha (apMaKOKiHETHKY TpacTy3ymMaly.

CyIyTHE 3aCTOCYBaHHS aHACTPO30JLy He BILIMBAJIO Ha apMaKOKiHETHKY TpacTy3ymaly.
4.6 ®epTUALHICTD, BATITHICTS i JakTanmis

WKiHKH JITOPOAHOrO BiKY

JKinkam IiTOpoAHOro BiKy cilifi peKOMEHIyBaTH BUKOPUCTOBYBATH e(DEeKTHBHI 3acO0H KOHTpaTlenuii mix
Yac JKyBaHHS TPacTy3yMaOOM i poTarom 7 MICsLIB Tic/s 3aBepILeHHS JiKyBaHHs (UB. po3ain 5.2).

BaritHicth

JochimkeHHs penpoayKTHBHOT TOKCHYHOCT] NPOBOJMWIMCS Ha SIBAHCBKUX MaKakaX, SIKUM 3aCTOCOBYBATH
JI03H, 110 [EPeBUIIYBATM TIDKHEBY MIATPUMYBAIBHY 103y TPacTy3ymaly Aus JFOJMHH 2 MI/KI B/B He
Oinbure HiXK y 25 pasiB, 1 He BUABWAM O3HAK ITOTipIIEHHS (EPTHIBHOCTI ab0 3aBAaHHA LIKOAW AUTHHI B
yTpo6i matepi. CriocTepiranocs MpoHUKHEHH: TpacTy3yMaly depes IUIaleHTy Ha paHHBOMY (TrecTarifHuit
Bik — 2050 mHiB) Ta misHbOMY (recrariiinmii Bik — 120—150 nHiB) etani po3Butky mwioga. Hesimomo, yu
MOJKe BIUIMBaTH TpacTy3ymab Ha ¢epTiibHicTs. OCKUIBKH TOCTIIKEHHS BIUIMBY Ha PErpOIyKTHBHY
GYHKI[]0O Ha TBapMHAX He 3aBXAW MOXYTh CIIPOTHO3YBAaTH TaKMH BIUIMB y JEOXEH, CNiI yHUKATH
3aCTOCYBaHHSA TpacTy3ymaly IMif 4Yac BariTHOCTI, AKIIO TUIBKM MNOTEHLifHA KOPHUCTH s MaTepi He
riepeBaxaTUMe MOTEHLIHHUH PU3HK JUIS IUIOZA.

VY micnspeecTpauifHuii nepiof y BariTHUX JKIHOK, sIKi 3aCTOCOBYBAJIM TpacTy3yMal, OyJM 3apeecTpoBaHi
BHIIAJIKK 301IBIIEHHS HUPOK IuTofa Ta (a60) noripureHHs GyHKUil HUpOK Ha (OHI OnirorigpaMmHioHy, mpu
UbOMY €Ki 3 I[HX BUIAJKIB CYNPOBOKYBAJIUCS TITOIIA3IEI0 JISTeHb I0Ja 3 JieTanbHuM KinueM. JKiHok,
SKI 3aBariTHUTH, CIIJ TIONEPEIUTH MPO MOXJIMBE 3aBAAHHS IIKOAM AN IUioAa. SIKiIO BariTHa >KiHKa
NPOXOAUTH JIIKyBaHHs TpacTy3yMabom abo 3aBariTHiNa MijJ yac 3aCTOCYBaHHs TpacTy3yMaldy abo nmporsrom
7 MicsALIB mic/is 3aCTOCYBaHHA OCTaHHBLOI 403U TpacTy3ymaly, OaxaHo, 0O rpyna cneuiamicTiB pisHHX




[onyBasHg TPVALIO

Hocnimxenns, mnpoeeaeHe Ha Mapmax JiiHil Cynomolgus y nosax, mo y 25 pasiB IepeBUILyBajld
[OTKKHEBY MiATPUMYIOUY 03y AJIS JIFOAVHH 2 MI/Kr TpacTy3ymaby IU1s BHY TPIIITHEOBEHHOIO BBEICHHS 3
120 no 150 pneHp BariTHOCTI, MPOJEMOHCTPYBAJIO, IO TPacTy3ymMad BUAUIIETHCA 3 MOJIOKOM Yy
micasmnoJorosomMy rnepioai. Bniue TpacTy3ymaly BHYTpIIIHBOYTpOOHO Ta HasBHICTH TpacTy3ymaOy B
CHpPOBATIIi KPOBI HOBOHAPODKEHHIX MBIl HE aCOLIIOBAIUCA 3 6yb-IKUM HETaTUBHHUM BIUTMBOM Ha iX picT
a60 po3BUTOK Bia HapomkeHHs f0 1 MicAnd. HeBimoMo, Ul BUALIAETECS TPAcTy3yMal y JIFOJICEKE MOJIOKO.
Ockimbku moachkuit IgGl BHIUIIETECA B MOJOKO JIIOJWHM, a NOTEHLiMHA INKOJA A HEMOBILATH
HEBiZioMa, XKIHKaM He CTij TOAYyBaTH IPyAIIO i/ 4ac Tepanii TpacTy3yMaboM Ta NpoTAroM 7 MiCALB MIC/Is
OCTaHHBOI JO3H.

MDepTHILHICTD

Hemae nauux npo GepTHIBHICTE.
4.7 Bijiue Ha 3JaTHICTH KEPYBATH TPAHCHOPTHHEMH 32c00aMH Ta NPAaNIOBAaTH 3 MeXaHi3MaMH

Oripi Mae He3HAYHHI BIUTMB HA 3JaTHICTh KepyBaTH aBTOMOOIEM i MpallloBaTH 3 MeXaHi3MaMu (JHB.
posin 4.8). [lix uac nikyeanusa OriBpi MOXyTh BUHHKAaTH 3allaMOPOYEHHS Ta COHJIMBICTH (AuB. po3ain 4.8).
IManieHTaM, y SKMX BHHHKAIOTh CUMOTOMM, TIOB’s13aHi 3 iHdY3ieto (quB. po3nin 4.4), ciij peKoMeHoyBaTH
He KepyBaTH TPAHCIIOPTHUMH 3acobaMH Ta MPALIOBATH 3 MEXaHI3MaMH, IOKM CHMIITOMH HE 3HUKHYTh.

4.8 Ilo6iuni peaxmnii

Kopotkwuit onuce npodinio Oesnexu

Cepen naiibinbmr cepilo3HMX Ta/abo MOMIMpEHHX MOOIYHMX peakiid, Npo sKi NOBiAOMIAIOCS HpH
3aCTOCYBaHHI TpacTy3yMaly (BHy TpilIHPOBEHHUX Ta MiAKIPHUX OpPM), Ha CbOTOIHIIIHIN IEHE € ceplieBa
nuchyHKiis, peakuil, MoB’s3aHi 3 iHOY3i€0, reMaTOTOKCHYHICT (30KpeMa HekTponeHis), iHexuil Ta
noOiyHi peaxilii 3 60Ky JereHs.

TaGauuHuii nepenik No0IYHNX peakLiii

V 1poMy poO3/isli BUKOPMCTOBYBAIMCS Taki KaTeropii yacToTy: mayske momupeni (> 1/10), mommpeni (>
1/100 o < 1/10), nemommperi (> 1/1000 mo < 1/100), pinxo moumpeni (> 1/10000 xo < 1/1000), oyxe
pinxo moupeHi (< 1/10000), yactoTa HeBiloMa (JaCTOTY HEMOMUIMBO OLIIHUTH 32 HASBHUMM JaHUMH). Y
KOXKHI# rpyIni 4acToTH HOOIYHI peakuii mpeacTaBIeH] B MOPAAKY 3MEHIIEHHS CepHO3HOCTI.

V tabnuui 1 HaBexeHo mobiuHi peakuii, Ipo sKi NOBIAOMILIOCA y 3B’ 43Ky i3 3aCTOCYBaHHAM TPacTy3yMady
JUT BHYTpIlIHBOBEHHOTO BBEHEHHS OKpeMo abo B koMOiHalil 3 XiMioTepami€lo B OCHOBHMX KIiHIYHHX
JOCJIIIPKEHHAX 1 B IOCTMAPKETUHIOBOMY TIePiofi.

Vei BnodeHi TepMiHu 6a3yioThCs Ha HABHIIOMY BiACOTKY, SIKMH criocTepiraBcs B OCHOBHHX KJIiHIYHHX
pgocuimkenusx. KpiM Toro, TepMminu, 3a3Ha4deHi B IIOCTMapKETHHIOBHX HAJAHITYBaHHAX, BKJIIOYEHI B
Tabmuio 1.

Tabnuus 1. TMoGiumi peakuii, nmpo ski moBiZoMIAJNIOCS NPH BHYTPIIIHbOBEHHIH MomoTepamii
TpactysymaGom a6o B komOinauii 3 XimioTepanicro B ocHOBHNX KIiHiuanx pocaimkennsx (N = 8386)
i B mocTMapKeTHHIOBUH mepion

Kiiac cuctemn oprasis IloGiuHa peakuis Yacrora
Ingheryii ma ineasii [ndexuis Hyxe noummpeni
HazodapuHrit Jy>xe nouupeHi
HeliTponeHiuHui cerncuc [lowmupeHi
[{uctut [Tommpeni
I'pun HowmpeHi
CuHycHUT [MommupeHi e~
CHHYCHT TTowwpeHi oo~



Ilkipra iHdekis [Tomupenti

PuHit Ilommupeni

Iadexiis BepXHiX AUKATBHIX TMowmupeni

LUISXiB

Indexuii ceyoBuBignux nuisxis | [omupeni

®DapuHriT ITomupeni
Hosoymeopenns, 00bposkicHi [Mporpecyroue 3mosKicHe YacToTa HEBiTOMa
ma 3108KICHI (8 MOMY YUCT] HOBOYTBOPEHHS

Kicmu ma noninu)

[Iporpecyrode HOBOYTBOPEHHSL.

YacToTra HeBigoMa

3 boxy cucmemu xposi ma
Aimpamuynoi cucmemu:

®DeOpunpHa HEUTPONIeHIs

Hyxe nomupeHi

AxeMis

Jy>xe monmmpeHi

Heiirponenis

Jly»xe nommpeHi

KinpkicTh JIEHKOLUTIB

Hyxe nmomupeni

TpombouuTOoneHisA

Jy>xe romupeHi

T'inonpoTtpombinemis

Yacrora HeBigoMa

IMyHHa TpoMOOIMTOIEH s

YacToTra HeBigoMa

3 boxy imynHOI cucmemuy

[linBHIIeHA Yy TIUBICTH

[NomupeHi

" AnadimakTuuHa peakiis

Pigko momupeni

* AHadinakTHYHHUM mOK

Pigxo mommpeni

3 6oxy 0bminy pevosun ma
Xapuysanus

3uwkenHs Bariw/Brpara Baru

Hy»xe momupeHi

AHopekcis

Jlvke mounpeni

CHHAPOM J1i3UCY MYXJIMHH

YactoTa HeBimoOMa

Iimepkamiemist YacTtora Hepimoma

Hcuxiuui posnaou be3conns Hyxe nowmmpeni
TpuBora ITommpeni
Jenpecis ITomuperi

3 boky Hepsosoi cucmemu ! Tpemop Jy>xe nomupeni
3anaMopo4eHHA yxe nomupeni
lonoBHui 61k Hye nommupeHi
IMapectesii Hyxe nowmupeHi
Jucrensis Jy>Ke rnolupeHi
[Nepudepuuna seHponartist [Momupeni
I'ineproHis IMommpeHi
CoHIIUBICTh IonrupeHi

3 boxy opzanie 30py KOH'TOHKTHUBIT y>xe nmomupeHi
ITocunene cnpo30BUAINECHHS Jy>xe nommupeHi
CyxicTtb o4eit Iowwupeni
Habpsax aucka 30poBoro Hepsa YacToTa HeBiOMAa
KpoBOBHIIHE Y CITKIBKY UYacTroTa HeBiaOMA

3 6oky opeanie cnyxy ma I'nyxota HenommpeHni

8eCMUOYIAPHO20 anapany

Kapoianvui nopyuienns

! 3HMKEHHS apTepiabHOrO
THUCKY

Hy>xe notvpexi

! [ligBuieHHs apTepiabHOro
THCKY

y>xe momupeHi

! Heperynsphae CGDHQGH’ITH

Jly>xe momupeHi

! TpinoTiHHA nepeacepab

Jly>Ke TowmupeHi

3HWKeHHs (Qpakuii BUKuay™*

yxe nomupeHi

" CepLieBa HETOCTATHICTh [MommpeHi

(3acTiiina)

*! CynpaBeHTpHKyspHa [Mouvpeni

TaxiapuTMis

Kapaiomionaris IMomupeHi

! Cepueburts Tlotupeni G
[TeprxapaianbHUil BUIIIT HenompeHi A,

TR
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Kapaiorenuuii mox

YacTtoTa HEBiZOMA

Putw™ rasomy

Yacrora HeBiIIOMa

Cyounni poznadu Ipunnueu Hy>xe mommupeHi
*'Tinorensis IowupeHi
Bazoaunaranis [Mowmupeni
3 boxy ouxaneroi cucmemu, * Bagumka Hy»xe nowmpeHi
op2arie 2pyOHOT KAimKy ma Kamens Jlyxe mommpeni
cepedoCminHA Hocoga kpoBoteua Hyxe nomupeni
Punopes Jly>xe mouupeHi
“TIHeBMOHIsS IMommperi
ActMa IMompeni
Poznap nerenis [omupeHi
" IIneBpaapHuiA BUTT IommpeHni
1 Xpumu Henoumpeni
ITHeBMOHIT Henomupeni

*Jlerenesuii hibpo3

YacroTa HeBiIIOMa

* PecniipaTopHuii TucTpec

Yactora HeBinoma

* JInxansHa HEAOCTATHICTD

YacroTa HeBigoma

* IndineTparis JiereHis

YacrtoTta HeBigoMa

‘TocTpuit HabpsK NereHiB

YacTtoTa HeBi,I[OMa

* TocTpuit peciipatopHuil
JUCTPEC-CUHAPOM

Yacrtora HeBiZoMa

“ Bponxocmnazm

YacToTa HeBioMa

*Tinokcis

YacroTra HeBiioOMa

* 3HmrKeHa caTypallist KHCHEM

YacToTa HeBimoMa

Ha6psx ropraui

YacToTa HeBiI[OMa

OpronHoe

YacrtoTa HeBioMa

Hab6psik neress

YacroTta HeBiioMa

IarepcTuniansaa xsopoba
JIeTeHb

YacrtoTa HeBiIlOMa

IInynxoso-xuuikosi posnadu Hiapes Hyxe nommpeni
BiroBaHHs Jly>xe nomupeni
Hynota Hy»xe nomupesi
! Habpax ryou Jly>xe momupeHi
Bise y kuBOTI Jy>xe nommmpeni
Hucnerncis Hy>xe momupeHi
3amop Jy>xe nommpeHi
Cromatur Jy»xe nommpeni
I'emopon Iowmmpeni
CyxicTh y poTi IMTomupeni

3 6oxy neuinku ma ['enaTonenoaspHe ypaskeHHs [Mownpeni

JHCOBUOBUBIOHUX ULTAXIB I'ematut ITownpeni
XBOPOOJIMBICTH MEYiHKH IMowmupeni

JKosTaHUL

Pinko momumpeHi

3 6oky wixipu i niOwKipHoi
KILIMKOGUHU

Epurema Hyxe nonmupeHi
Bucunanus Hy>ke nioutvpeHi
"Habpsix o6auuus JTy>ke mOWMpeHi
Anorntentis Jlyxke nouupeHi

Poznanu 3 OOKy HIrTIB

Jly>xe noumupeHi

CHHAPOM IOJIOHHO- I IOLIOBHOT

Hy>xe mormmpeni

ePUTPOIU3ECTESIT

AxHe [Nowmupeni

CyxicTb mkipu [TowmwpeHi SELTTR

Eximozu [omupeni A YA AN
< [
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[Nneprigpos ITommpeni
MakyonamyJ1s03HUHA BUCHIT ITommpeni
Crepbix [Mouwmpeni
Ownixoxuias [lowupeni
Hepmarur Iomupeni
Kpornus'sHka Henourupeni
AHrioHeBpOTHUHHIT HaOpsK YacToTa HeBimoMa
3 boky onopro-pyxosof Aprtpanris Jyxe nomupeHi
cucmemy ma CHONYYHOL ! CkyTicTh M's3iB y>xe nommupeHi
MKAHURY Mianris Hy>ke nouiupeHi
Aptpur ITommpeni
Binp y cuHi [Tomwmpeni
Binp y kicTkax [Mommpeni
M's130Bi criazMu [Tommpeni
binp y mui ITowupeni
Bins v KiHIiBKax [Mouupeni
3 boxy nupox ma cevosudinoroi | IlopymeHHs GyHKIIIT HUPOK ITommpeHni

Yy

cucmemu ITnipuactuii rnomepynonedpur | YactoTta HeBigoMa

'noMepynoHedponatis ' YacroTta HeBimoma
Hupkopa HeIOCTATHICTh YacrtoTa HeBigoMa
Bazimuicmy, nicianono2oeuii MarnoBoas Yacrora HEBigOMA

Yacrora HeBigoMa
YacroTra HeBigoma

nepiod i NepUHAMAanLHI CMAaHy INmonnazsis HUPOK

I'inonnaszis Jere’pb

3 boky penpodyxmuenoi 3ananieHHs] MOJIOYHUX IMomwupeni

cucmemu ma MOJOYHUX 367103 3a7103/MacTHT

3azanvni posnaou ma poznaou é | ActeHis Hyxe mowrupeHi

Micyi 6ge0enHs Bins y rpyasx Hyxe nourupeni
O3H06 Iy>xe nomupeHi
Broma Jly»xe nouipeHi

Jlyoke mompeHi
Iy>xe momupeHi
Hy>xe nmowmpeni
Hy>xe nowmpeni
Iy>xe momupeHi
Hy>xe nomupeni

I'purnonoxibHi CHMITOMH
Peaknis, noe's3ana 3 indys3iero
bine

I'apsyka

3anajyieHHs CIIM30BO1
Iepudepnuunnii HAOPIK

Heznyxanus [Towupeni
Habpsk [TowmupeHi
Tpasmu, ompyeHus i Kontysis [Moummpeni

npoyeOypHi YCKIAOHEHHSA
* Tlosnauae moGiYHi peakii, o AKi HOBIAOMIIANOCS Y 3B 3Ky 31 CMEPTEILHUM HACTIAKOM.

! TlosHayae moGiyni peakiiii, po SAKi MOBIAOMIISETHCS EPEBAXKHO Y 3B’ 43Ky 3 PEaKUIAMM, N0B’A3aHUMH 3
indysiero. KoHkpeTHI BiZICOTKHU UL HUX HEJOCTYIIHI.

* CriocTepiraethes mpu KOMOiHOBaHIH Teparlii Imic/ls aHTpalMKJIiHIB 1 B koMOiHaUii 3 TakcaHaMH

Onuc okpeMHX ModiYHAX peaKilii

Kapoianvni nopyuenna

3acriiina cepuesa HepocratHicts (3CH) (II-IV dynkuionansHuit kiac 3a wiacugikauiero NYHA) €
4acTOKX MOGIYHOK peakili€ro, MOB’SI3aHOKI0 13 3aCTOCYBaHHAM TpacTy3ymady, ska Npu3BoAMiIa [0
JIeTaIbHOro KiHis (auB. po3aii 4.4). Taki o3Haky Ta CUMOTOMH AUCYHKLIT cepLd, SIK 3aAUIIKA, OPTOIHOE,
NiABUILEHMH Kallesb, HabpsK JiereHis, S3-rajon abo HU3BKA (bpai(um BUKUAIY LITYHOYKa, CI‘[DE/&B-H—G).H\I\[LH
B MALEHTIB, AKi MPOXOIUIH JIiKyBaHHs TpacTy3yMabom (auB. po3ait 4.4). q,\O =y




V 3 0CHOBHMX KJIIHIYHHX AOCIIIKEHHIX aJTOBRHTHOrO TPacTy3ymaly, 10 3aCTOCOBYBaBcs y koMOiHawii
3 XimioTepami€lo, HacTOTa PO3BHTKY cepueBoi Auc@yHKuii 3/4 cTymens (30kpemMa CHMNOTOMATHYHOL
3aCTINHOT ceplerol HegocTatHocTi) Oyia NoAiOHO0 y NaIlieHTIiB, Ki OTPHMYBAJIM JIMIIE XiMioTepario
(TO6TO HE OTPUMYBATH TpacTy3ymad), Ta y MaLi€HTIB, IKi OTPUMYBAIU TPACTy3yMald MOCIJOBHO MiCJIA
takcany (0,3-0,4 %). Hatipuium et mokazHuk OyB y Malli€HTIB, IKUM TpacTy3yMal BBOAWIM OAHOHYACHO
3 TakcaHoM (2,0 %). V Heoax'toBaHTHIM Teparii JOCBiA OHHOYACHOTO 3aCTOCYBAaHHS TPacTy3ymaly Ta
HHU3BKHX JI03 aHTPALUKITIHY oOMexeHuH (auB. po3ait 4.4).

ITpu 3acrocyBansi TpacTy3yMaly ITicis 3aBeplIeHHs a/'I0BaHTHOT XiMioTeparii cepueBa HenocTaTHicTs 11T
- IV knacy 3a NYHA cnocrepiranacs y 0,6 % mnanieHTiB y OJHOpPIYHOMY II€piofi CIIOCTEPEKEHHS 3
MejiaHoro crioctepexkenHs 12 micsuie. YV pocuimkenni BO16348 miciia Mexianu cnocTepeskeHHs 8 pokiB
yactora po3suTKy Tsoxkoi XCH (III i IV kmac 3a NYHA) B rpymi JikyBaHHA TpacTy3yMaboM npoTsarom 1
poky cranoBuia 0,8 %, a Hactora PO3BUTKY JIerkoi CHMITOMATHYHOI Ta 6€3CHMITOMHOT AHCQYHKLIT
JIIBOTO LITyHOUKa - 4,6 %.

3eopotnict Tsokkoi XCH (BH3HaueHOT K MOCIHINOBHICTh IOHAWMEHINE ABOX TOCHiJOBHHX 3HA4Y€Hb
®BJIII > 50 % micisa momii) Oyna oueBuaHoO 1nd 71,4 % mnauieHTiB, IKi OTPUMYBaIH TpacTy3ymad.
3BOpOTHICTh JieTkoi cuMmnToMatHdHOoi Ta Oe3cuMnTOMHOI AMCQYHKNii JiBOro muTyHouka Oyna
npoaemoncTpoBata y 79,5 % nauienTie. [Tpubausao 17 % nofil, Nos'a3aHuX i3 ceplieBoro AUChYHKINEO,
BUHUKJIM TIC/IS 3aBEpPIICHHS JIIKYBaHHS TpacTy3ymMaboMm.

V KIIOYOBHX METACTATHYHMUX JOCTIDKCHHAX BHYTPIITHHOBEHHOI'O BBEIEHHS TpacTy3ymaly dacTtoTa
pO3BHUTKY ceprieBol auchyHKuil BapitoBana BiA 9 % no 12 % mpu Horo xombiHamii 3 MaKIiTaKCeIoM
nopiBHsHO 3 1 % - 4 % npu 3acTOCYBaHHI TUIBKH NakliTakcesy. Jiisa MoHOTepanii LieH oKa3HMK CTaHOBHB
6 % - 9 %. Halismmumii moka3sHuk ceprieBoi mucyHKuUii criocTepiraBes y MalieHTIB, SKi OTpUMYBaIH
TpacTy3ymab OIHOYAcHO 3 aHTpaluKIiHoM/LuKIodochaminom (27 %), 1 Oy 3HAUHO BHIIMM, HDK NPH
3aCTOCYBaHHI Juine aHTpauukiIiHy/mukiaodochaminy (7 % - 10 %). V HacTynHOMY MOCHIKEHHI 3
HPOCIEKTHBHUM MOHITOPHHIOM ceplieBoi QyHKIii yacToTa posBHTKY cumnrTomaruunoi XCH cranosuna
2,2 % y mamieHTiB, SKi OTPUMYBaJIU TPacTy3yMab i goueTrakces, nopiBHIHO 3 0 % y nauieHTiB, AKi
OTpUMYBAIH JIHLIE AoLeTakcen. Y OinbimocTi nauieHTis (79 %), y SKHMX PO3BHHYJACs cepleBa TUCHYHKIISA
B LUX AOCIIIKEHHAX, CIOCTEPIraocs MOKpalleHHs Iic/Is1 OTPUMAaHHs cTaHAapTHoro JikyBaHHs XCH.

Ingpysiiini peaxyii, anepeiuni peaxyii ma niod6uwena Yymuusicms

3a oninkamu, npubdiusHo y 40 % naitieHTiB, sSKi OTPUMYIOTH JIIKyBaHHS TpacTy3yMaOoM, BUHUKAIOTH Ti UM
inmi peakuii, mos's3ani 3 indysiero. OnHak GiIBLIICTH peaklilf, MoB'I3aHUX 3 iHGY3i€r0, € TerkuMHu abo
nomipHuMH 3a iHTeHcHBHICTIO (3a wkanoro NCI-CTC) i, 1k npaBiio, BUHHKAIOTh Ha MOYATKY JIiKyBaHH,
TO6TO IMij Yac nepuroi, Apyroi Ta TpeThoi iHdys3iif, i SMEHIIYIOThCS 38 YaCTOTOIO PY HACTYIHUX iHDY31gX.
Peaxiii BKIIOYAIOTH O3HOO, rapsiuky, 3aJHWINKY, TilOTEH3if0, CBHCTA4YE MAMXaHHHA, OpoHXocmasm,
TaxiKapiro, SHWKEHHS HACHYEHH] KPOBI KMCHEM, PECIipaTOPHUM JUCTPEC, BUCHIL, HyIOTY, OIOBaHHS Ta
roJIOBHM# 61k (1uB. po3min 4.4). YactoTa peakuiif, mos's3aHuX 3 iHDY3i€r0, yCiX CTYNEHIB BapiloBana MK
JIOCJIIOKEHHAMM 3aJIEKHO BiJ TIOKa3aHHsA, METOMOJNOTIT 300py JaHMX, a TAKOK BiJ TOrO, YW BBOJUBCA
TpacTy3yMab oJHOYACHO 3 XiMioTeparrieto a0 K MOHOTepaIlid.

Tsoxki anadinakTU4Hi peakuil, o noTpebyroTh HEraiHOro JOJATKOBOIO BTPYUYaHHs, MOXYTh BHHUKATH
3a3BHMYali i yac nepinoi abo Apyroi iHdys3ii TpacTy3ymaly (aus. po3nin4.4) i 6yiu nos's13aHi 3 I€TATEHUM
HaCIIKOM.

VY MooAMHOKHX BUITaIKaX CroCTepiranncs aHabilakToigHI peakuii.

T'emamomoxcuunicmo

DOebpribHa HEMTPOTIEHis, IEHKOIIeHIs, aHeMis, TPOMOOLMTONEHIS Ta HEMTPOTIEHis BUHHKAIIU JIy e 4acTo.
YacroTa BUHHMKHEHHs TinonporpoMGiHemii HeBimoma. PU3MK BHHMKHEHHS HEHTpPOINEHil MOXe Jero
IiABUIIyBATHCS [IPU BBEJEHHI TPacTy3yMaly 3 JOLETAKCEIOM IIic/d Tepanii aHTpaluKIiHAMH.

Jlezenegi nobiyni peaxiyii
Tsxki nereHesi moGiuHi peakilil BHHUKAIOTH Y 3B'S3Ky 13 3aCTOCYBaHHIM TpacTy3ymady i Oy, [ TioR'T3at1 3
JeTaJILHAM HACIiAkoM. BOHM BKIIHOYAIOTH, ajtle He 0OMEXYIOTBCS HHUMM, JNereHeBi iHO Uy TPaTH, rodTpuil




pecnipaTopHUil AHCTPEC-CHHAPOM, TTHEBMOHIIO, THEBMOHIT, IJIEBPANIBHUI BUIIIT, pECIIPAaTOPHUIT IUucTpec,
roCTpHii HaOpsIK JIETeHIB Ta JUXalIbHy HeJOCTATHICTE (JHB. po3in 4.4).

JetanpHa iHGopManis mpo 3axoau 3 MiHiMi3allii pU3MKiB, AKi BianoBigarots IlnaHy ynpasiiHHS pU3HKaMH
€C, naBenena y posaim (po3nin 4.4) "llonepemxenss Ta 3anobixkHi 3axoan”.

Ivyvrnozennicms

YV HeoaI'toBaHTHO-aq'toBaHTHOMY RociimkeHHi PM3 (BO22227) mpu mMeaiadi coctepeskeHHs noHay 70
micaiis y 10,1 % (30/296) narmieHTiB, fAKi OTpUMyBaIXd TpacTy3ymad BHYTPIIUHBOBEHHO, PO3BUHYJIHCT
AHTHTLIA IPOTH TPACTy3yMaly.

Heitrpanisyroui aHTHTINA IpOTH TpacTy3yMaly Oynu BusBieHi y noct6a3oBuX 3pa3kax y 2 3 30 nariieHTiB
y rpyIi BHYTPIIIHEOBEHHOTO BBEICHHS TPACTy3yMa0y.

KiiniuHe 3HaueHHA IMX aHTUTLT HeBinoMme. HasBHicTh aHTUTLI A0 TpacTy3ymaly He BIUIMBaNa Ha
(apmakoKiHeTHKY, e(eKTHBHICTH (BH3HaueHy 3a MaToJoriyHoro mnosHow Biamosigmo [pCR] Ta
BIOKMBaHICTIO 6e3 mogiii [EFS]) Ta Oe3neky, BU3HaYeHY 32 YACTOTOK BUHUKHEHHS PEaKIlii, MOB'I3aHUX 3
peeneHHsM (ARRSs) Tpactysymaly, IO BBOAUBCSA BHYTPIIIHHOBEHHO.

Hani 111010 iMyHOTeHHOCTI TpacTy3yMaly IpU paKy UUTyHKY BiACYTHI.

Iepexin 3 BHYTPilIHEOBEHHOTO BBEIEHHS TPACTy3yMaby Ha MiAIIKipHE Ta HABIAKH.

Jocnimkenns M0O22982 pruuano nepexina 3 BHyTPIITHLOBEHHOI0 Ha IMiAMIKipHe BBEACHHA TpacTy3yMmaly
3 OCHOBHOI) METOI - OLIHMTH TepeBary MalieHTaMHd BHYTPIlIHBOBEHHOro abo MigIIKipHOrO LIUTAXY
BBEIIEHHS TPacTy3yMaly. Y HboMy JOCHIIKEHHI 2 KOrOpTH (0IHA i3 3aCTOCYBaHHAM IiamKipHoi popmu
npenapaty y ¢GJakoHi Ta iHIIa i3 3aCTOCYBaHHAIM MiAIKipHOT GOpMH Mpenapary y CHCTeMi Jlsl BBEJCHHS)
JOCTIKYBAIKCA i3 3aCTOCYBaHHAM NIEPEXPECHOTO U3aiiHy 3 IBOMA pyKaBaMH, 3a yuactio 488 narienris,
gaki Oynu paHOOMi30oBaHi MO OAHIET 3 OBOX PI3HUX TPUTWKHEBUX [OCIIIOBHOCTEH JIiKyBaHHI
TpacTy3ymaboM (BHYTpiliHbOBEeHHE [Lmiuin 1-4] — migmkipHe [muxnm 5-8], abo miamkipre [muwm 1-4]
— pHyTpimiHpoBeHHe [tmkiau 5-8]). [lauienTn Oynum abo HaiBHI HO JIiKyBaHHA TpacTy3ymMaboM
BHYTpiliHE0BeHHO (20,3 %), a60 monepeHE0 OTPHMYBAJIH TPACTY3yMab BHYTPiLIHBOBEHHO (79,7 %). s
TOCJIOBHOCT] BHYTPIlIHbOBEHHEe —> MiALIKipHe BBeJeHHs (MiAIIKipHA aMITyNa Ta MiAWKipHa gopma y
KOMOIHOBaHMX KOTrOpPTaX CHCTEMH BBEIEHHS) 4acToTa HebakaHHX 48U (YCiX cTyneHiB) Oyia omicaHa no
nepexony (uuxnu 1-4) ta micna nepexony (uuxd 5-8) sx 53,8 % nporu 56. 4 % BimnosimHO; ANs
MOCJIiIOBHOCTI IiALIKIpHe — BHYTPILIHEOBEHHE BBeAeHH: (NixmkipHui ¢rakor Ta mimukipHa dopma y
KOMOIHOBaHUX KOTOPTaX CHCTEM BBEISHHS) HacTOTa HebaKaHUX ABULI (YCiX CTyNneHiB) Oyna omcaHa 10
Ta micis nepexony sk 65,4 % npotu 48,7 % BianosigHo.

YacTroTa BUHHKHEHHA CepHO3HMX MNOOIYHMX sBHL (UMKIA 1-4), mobGiuHuX ABULY 3-TO CTYNEHS Ta
NPUITHHEHHS JTIKyBaHHA Yepe3 MobiuHi SBHIIa N0 Mepexoxy Ha iHILy CHCTeMY JIiKyBaHHA 6yna HU3bKOIO (<
5 %) i nomibHOM 10 YaCTOTH BUHUKHEHHS NMOOIUHUX SABHII MIiCNS NMEPEXOLy Ha iHIIY CHCTeMY JTiKYBaHHS
(taxoe 5-8). Tpo mo6iuni ABHIa 4-ro abo 5-ro cTyneHs He MOBIJOMIIAIOC.

[MopigomieHHA MpPo Mig03proBaHi No0iuHI peakmii

IMoBimoMiIeHHs po MiZo3ptoBaHi NoOiYHI peakLii nmicas peecTpalii TiKapcbKoro 3acoby € paxueuM. Lle
JIO3BOJISE 3MIACHIOBATH MOCTiIHHWI MOHITOPHHI CIIBBIZHOIIEHHS KOPHMCTB/PU3MK JKapCBKOro 3acody.
Menuunux NpaniBHUKIB MPOCATH NOBIZOMIATH Npo Oyab-ski mMmimo3proBaHi nobiuHi peakuii uepes
HalllOHANBHY CHCTEMY MOBiJOMIICHb, 3a3HaueHy B lomatky V.

4.9 Ilepeno3sysaHHS

Hoceiny mepemo3yBaHHSA y KJIIHIYHHUX HOCTIDKEHHAX 3a y4acTIO JIOAMHM HeMae. OmHopasoBi 03U
TpacTysyMaby, 100 mnepeBUINyOTh 10 MI/Kr, y KIIHIYHMX JOCHIJIKEHHAX HE 3aCTOCOBYBAIMCS;
r[i)npnmyfoqa Jo3a 10 mr/kr 3 pasd Ha TWXJEHB ITc/Is HABAaHTAXKYBAJbHOI I03H 8§ MI/KI BUBHAjAcAd Y
KITiHIYHOMY JOCII/DKEeHHI 33 y4acTiO MAL€HTIB 3 METaCTaTHYHUM PaKOM LIUTyHKA. }Ioz}lr,;o ttbQI ‘0 piBH%
nepeHoCHKCs 100pe. /




5. PAPMAKOJIOI'TYHI BJJACTUBOCTI
5.1 ®apmakoguHaMidHi BJACTHBOCTI
dapmakoTteparnesTHYHa rpymna: [IpoTuimyxyinHHI 3aco6u, MOHOKJIOHaNBHI aHTUTINA, kKox ATX: L01XCO03

Orispi € GionoaibHUM JtikapebkuM 3acoboM. JleransHa iHGopMalis po3MileHa Ha caiiti €BponelcbKkoro
areHTCTBA 3 JIKapchKuX 3acobi http://www.ema.europa.cu.

Tpactysymab - ne pexoMOiHaHTHe IyMmaHi3oBaHe MOHOKJIOHalbHe aHTUTINO IgG mpotu penenrtopa
enigepmaipHOro daxropa pocty moaunu 2 (HER2). I'inepexcrpecist HER2 crioctepiraetses y 20 %-30 %
BUIIAJKIB IEPBHHHOTO PaKy MOJOYHOI 3a03u. JocnimkeHHs nokasaukis HER2-no3uTnBHOCTI NpH paky
uyuky (PIII) 3 pukopuctanusam imyHoricToxiMii (II'X) Ta gmyopecuentrol ribpuausanii in situ (FISH)
abo xpomorenHoi ribpuau3saii in situ (CISH) nokasany, o icHye mupoka papiaiis HER2-nosutuHOCTI
B Mekax Bin 6,8 % 10 34,0 % nma ITX Ta Big 7,1 % no 42,6 % anas FISH. JlocnijpkeHBs MOKa3yOTh, O
NALiEHTKA 3 PaKkOM MOJIOYHOI 3aJI03W, IyXJIMHU SKHMX rinepekcrpecyiore HER2, maroTh ckopoueHy
Oe3pelINBHY BIDKHUBAHICTh IOPIBHAHO 3 MAlliEHTKaMH, IyXJIMHH SKHMX He Tinepekcnpecyiors HER2.
IMosaxmiTuaamii foMeH petenropa (ECD, pl05) Moxxe NOTparIsaTH B KPOBOTIK i BUMIPIOBATUCS B 3pasKax
CHPOBATKU KpPOBI.

Mexanizm il

Tpacrysyma6 3 BHcokoo adiHHiCTIO Ta cHeuddiyHicTIO 3B'a3yeTbcd 3 cybmomeHom IV,
IOKCTaMeMOPaHHOKO JUIAHKOIO Tmo3akiiiTuHHOro JomeHy HER?2. 3B'asyBanns Tpacty3ymaby 3 HER2
inribye Jnirana-sesanexdy curHamizanito HER2 i 3amobirae mpoTeoniTHMHOMY poO3IIeIIeHHIo Horo
NO3aKJIITHHHOIO JOMeHy - MexaHismy aktusanii HER2. B pesynbrati 6yno nokasaHo, mo Tpacty3ymad, sk
B IOCTIKEHHAX in Vitro, Tak i HA TBapUHAX, IPHUTHIYYE Mponidepauito MyxXJIMHHUX KIITHH JFOAWHH, SKi
HaaMipHO ekcrpecyiors HER2. KpiM Toro, Tpacty3ymalb € NOTYKHHM MeIiaTOpOM aHTHTIO3aIeKHOI
KiiTuHHO-onocepeaxoBanoi nurorokcuynocti (A3KI]). Byno mokasano, mo in vitro TpacTy3ymab-
onocepenxoada A3KIL] yuHHTH mepeBaXkKHy [il0 Ha PakoBi KIITHHH, Lo rinepexcnpecyiorh HER2,
MOPIiBHAHO 3 PAKOBUMH KIIITHHAaMH, sKi He rinepekcnpecytots HER2.

BusinenHs rinepexcnpecii abo ammmidikanii rena HER2

Busenennsa zinepexcnpecii abo amnnigixayii zena HER2 npu paxy monounoi 3anosu

Tpacty3ymab ciif 3aCTOCOBYBAaTH JIMIIE NallieHTaM, Y IMyXJIMHaX SKWUX BHABJEHO Tinepexcrpecio abo
amrvtipikaniro rera HER2, mo BH3HaueHO 3a JOMOMOIOI TOYHOIO Ta BaliJIOBAHOTO aHali3y.
[inepexcnpecirto HER2 cnin BusBnsaTH 3a pomomorolo iMyHorictoximiunoi (IIX) owinku ¢ikcoBaHHX
nyxiauHHauX Oyokie (auB. pos3min 4.4). Ammnmidixauito rena HER2 cning BusBasTH 3a JONOMOroI0
dutyopecuentHoi ribpumuzauii in situ (FISH) a6o xpomorennoi ri6puausauii in situ (CISH) dikcoannx
6nokiB myxsuHu. [lallieHTH MalOTh MPaBo Ha JikyBaHHA npenapatoM OriBpi, SKIO BOHH AEMOHCTPYIOTh
cwibHy rimepekcnpecito HER2, mo omucyerbes ouninkoro 3+ 3a mkagoro II'X abo mosutusHHM
pesyastratom FISH a6o CISH.

Jins 3abesneveHHs TOYHHX 1 BIATBOPIOBAHHMX pe3YyJbTaTiB TECTyBaHHS IIOBHMHHO IIPOBOAMTHCA B
crneianizosaniit nabopatopii, sxa Moxke 3abe3MeUnTH BaTiAalliIo IPOLEeyp TECTyBaHHS.

PexomMennoBaHa cucTeMa OaltiB i OUiHKY KapTuHu 3abapenenns [['X HaBeneHa B tabnumii 2:

Tabnuug 2 PexomenmaoBaHa cucteMa OaJliB s oniHkH KapTHHH 3a0appaenns II'X mpm paky
MOJIOYHOI 33J103H

ban Tun 3abapBienns | Ouinka rinepexcnpecii HER2
0 3aGapsiieHHs He criocTepiraeTbes abo 3abapeieHHs MeMOpaH | HeratuBha
cnoctepiraetbes ¥ < 10 % MyXJIHHHUX KIITUH




1+ Crnabke/nens momitHe 3abapeneHHs MeMmOpaH BUsBIseTbed y | HeraTtupHa
> 10 % myxmuaaux KiitaH. Korituau 3abapeieni nuine y
YaCTHHI CBOE] MeMOpaHH.

2+ Cnabke abo mnomipHe moBHe 3abapeiieHHs MemOpan | HeBusnavuena
BUSIBJIAETHCA V > 10 % MyXJIWHHAX KITITHH.
3+ CubHe moBHe 3a0apBIeHHT MeMOpaHU BUABIIAETECS Y ITo3uTnBHA

> 10 % nyXIMHHUX KITiTHH.

3aranom FISH BBaxkaeTbCs MO3UTUBHHM, SKINO BiJHOIIGHHS KimbkocTi komi# rena HER2 B myxnuuHIA
KTITHHI [0 KiTBKOCTI Kormii xpoMocomu 17 Ginblre abo popiBHIOE 2, abo skio € 6inpmie 4 xomid reHa
HER?2 B nyx/IMHHIM KIITHHI, SKIIO HE 3aCTOCOBYEThCA MIEPEBipKa XpOMOCOMH 17.

3aranom, CISH BBaxkaeThcs MO3ZUTUBHUM, SKIIO IIPUCYTHI 6inblue 5 xomii rena HER2 B szpi B 6ibm1 HK
50 % OyxXJIMHHAX KITHH.

JI51s OTpUMAaHHS IIOBHUX {HCTPYKILiM I{0/10 IPOBEICHHSATA aHAITi3y Ta OLiHKHM HOro pesynerary, Oy nacka,
3BEPHITBCA 10 {HCTPYKIUil Ans 3acTocyBaHHs 3aTBepikenux meronuk FISH Tta CISH. Takox MoxyTs
3acTocoByBaTHCs odililiHi pekoMeHauii moao Tectysanus HER2.

Jlna 6yAp-KOTo iHIIOro METOAY, SIKUi Moxxe OyTH BHKOPHMCTaHUM I OLiHKH eKcrpecii 6inka abo rexa
HER?2, aHani3u [MOBUMHHI MPOBOOMTHCS TUIBKM B Jabopartopifx, sAKi 3abe3nedyloTh aleKBaTHY Cy4acHy
HPOTYKTHBHICTE BalliTOBaHUX MeToiB. Taki MeTO/iu MOBUHHI GyTH TOCTaTHHO TOYHUMH i IOCTOBIPHUMH,
mo6 npomeMoHcTpyBari rinepekcrnpecifo HER2, i mosuHHI OyTW 34aTHI PO3piSHATH MNOMIipHY
(koHrpyenTHy 3 2+) i cHibHy (KOHrpyeHTHY 3 3+) rinepexcnpecito HER2

Busnauenna naonumxosoi excnpecii abo amnnigixayii cena HER2 npu paxy wiynxa

JIns Bu3HAYEHHA rinepekcnpecii abo amrutidikauii rena HER2 citif BHKOPUCTOBYBATH TUTBKH JOCTOBIpHI
Ta BaJiOBaHI METOOWKM. B sKoCTi mepuroro Merony TectyBaHHA pekoMeHayetbes II'X, a y Bunanakax,
KOJIM HeoOXiJHO JOJAaTKOBO BHM3HAuMTH craryc amiutidikauii rena HER2, noeuHHa 6yTH BUKOpHCTaHa
nocuieHa cpibimom ribpumusaiis in situ (SISH) abo Texmonoris FISH. Omnak pexoMeHAYeThCS
BHKOpUCTOBYBaTH TexHosorito SISH ms napanensHol ouiHku ricronorii Ta Mopdonorii myxmusu. s
3abe3neueHHd Bajlifallii MpOLELYp TECTYBaHHS Ta OTPUMAaHHsA TOYHHX i BiATBOPIOBAHUX PE3YJNbTATIB,
TecTyBanHs Ha HER2 MOBHHHO MPOBOAHTHCA B jaboparopii, YKOMILIEKTOBaHIH KBalidikoBaHMM
nepcoHanoM. [IoBHI iHCTPYKUil MO0 BUKOHAHHS aHANi3y Ta iHTepupeTauii pesynsTaris cmig Opartu 3
iHopManiiiHOi JIKCTIBKH [PO NMPOAYKT, IIO HAJAEThCA Pa3OM 3 BUKOPHUCTOBYBAHMMH HaGOpaMu IUIL
tectyBanHs HER2.

V nocnimxerni ToGA (BO18255) sximodanucs nanieHTku 3 HER2-no3uTHBHUM CTaTycoM, BUSHAYEHUM
gk ICX3+ abo FISH-nosutuBHMii. 3a pes3yibTaraMd KIHIUHHX JOCIIJUKSHb, MO3UTUBHUH eQexT
3acTOCYBaHHS NperapaTy OyB Big3HA4eHW TiNMBKM y NalLli€HTIB 3 HAHOINBII BUCOKMM piBHEM OiNKOBOI
rinepexcnpecii HER2, owineHoMy sk II'X 3+ abo II'X 2+ i mosuTuBHuUM pe3ynbrar FISH.

V mnopiBHANBHOMY [OCHi/UKeHHI MeToaiB (gocnmimkenHs DO008548) cmocrepirabcs BHCOKWH piBEHb
Bianosignocti (>95 %) mix meromamu SISH Tta FISH npu BuzHaueHHi ammuidikauii rena HER2 y
NalieHTiB 3 pakom utyHka. [inepexcrnpecito HER2 cmin BUSBIATH 3a JOIOMOTOK0 iMYHOTICTOXiMIMHOT
(IC'X) ouinku dikcoBaHux GI0KIB My xiuHY; aMmntidikaniro rena HER2 nmoruaHa GyTr BU3HaU€Ha METOIOM
ri6puausanii in situ 3 sukopucrantsm SISH a6o FISH sa ¢ixcoBanux 610kax MyXJIHHH..

PexoMeHI0BaHa cHcTeMa GalliB [l OLiHKH KapTuHy 3abapenenHs II'X HaseneHa B Tabnuni 3:

Tabmuusg 3 PexomeHnoBaHa cucreMa 0aJiiB Juisl oniHkH KapTHHH 3a0apeieHHs II'X npu paky

OLIYHKY
Baabna | Xipypriuanii npenapar - Tan | Bionrar - bioncis Ouninka
ominka | 3a0apBiieHHd cxema 3a0apBJeHHS rinepexenpecii

HER2
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0 BigcytHicTs peakTuBHOCTI ab0 | BimcyTHicTb peakTHBHOCTI abo Herarusaa
MeMOpaHHa PeakTHBHICTh ¥ < | MeMOPaHHOI peaKTUBHOCTI B YKOIHIM
10 % nyXJIMHHHX KIITHH Iy XJIMHHIH KITITHHI
1+ Crnabka/ nemp nomitHa Kractep myxTaHHUX KIITHH 3i Herarusna
MeMOpaHHa peakTHBHICTB Y > | cnabKoro/ Neb IIOMITHOKO peakii€ero 3
10 % myxXJTHHHUX KJIITHH, 6OKy MeMOpaH! HE3ATEXKHO BiJl
peaxLis KIIITHH TUIBKH 300Ky | IPOLIEHTHOI KUTBKOCTI 3a0apBIeHHX
MeMmOpaHu KJIITUH
2+ Cnabka abo moMipHa NoBHa, Knacrep nmyx/IMHHHX KJTITHH 3i Hesuznauena
6azonarepansHa abo crnabkoro abo MOMipHOIO TIOBHOIO,
narepaibHa MeMOpaHHa 6azosaTepanbHO0 ab0 JIATEPATLHOKO
peakTuBHicTh y > 10 % MeMOPaHHOIO peaKTHUBHICTIO
My XJIMHHUX KJTITAH HE3aJIeHKHO BiJf IPOIEHTHOI KUTBKOCTI
3abapBlieHUX KIIiTHH
3+ BupaxeHa nossa, Krnactep myx/IMHHHX KITITHH 3 ITozuTuBHA
6azonarepanizHa abo BHPaXXCHOKO MOBHOIO,
natepaibHa MeMOpaHHA 6azonarepaibHONO ab0 JIATEPaTbHOIO
peakTHBHICTE Y > 10 % MeMOPaHHOIO PEaKTUBHICTIO
My XJIMHHUX KTITHH HE3aJIEXKHO BiJl NPOLEHTHOT KiIbKOCTI
3a0apBIeHNX KIITHH

3aramoMm, SISH a6o FISH BBakaeThCs MO3MTUBHUM, SKIO BiHOMIEHHS KinbkocTi xomili rera HER2 nHa
MyXJIMHHY KJITHHY 10 KiIBKOCTI Komnii xpomocomu 17 6inbie abo mopiBHIOE 2.

Kniniuna edhekTHBHICTE Ta Oe3neka

A'Iemacmamuwmﬁ PAK MOAOUHOI 2AT03 1

TpacTty3ymab 3acTocoByBaBCs y KIIIHIUHHX JOCHI[DKEHHAX SK MOHOTepamis marjieHtkam 3 MPM3, saxi
MaroTh ImMyxJuHM 3 rinepekcrpeciero HER2, i sxkum He Bnanocs mpoBecTH oaHy abo Oiibine cxem
XiMioTeparii 3 MPUBOLY METACTATUYHOIO 3aXBOPIOBAHHS (TUTBKH TpacTy3ymad).

Tpacty3ymab Takox 3acToCOBYBaBcs Yy KOMOiHALl 3 MakiIiTakcesoM abo JOIeTakceJIoM Ui JiKyBaHHsI
MALIEHTIB, SKi He OTPUMYBAIH XiMIiOTepaIlito 3 MPUBOLY METAaCTaTUYHOrO 3aXBOproBaHHs. IlauieHTH, gKi
paHillle OTPUMYBIU a1 FOBaHTHY XiMiOTepaIiio Ha OCHOBI aHTPALMKIIIHIB, OTpUMyBaJTK nakiitakcen (175
mr/m? iHGysiHO npoTaroM 3 roauH) 3 TpacTysymaboM aGo 6e3 Hboro. V KIKOUOBOMY JOCTiKeHHi
nouerakceny (100 mr/M?, mo BBOAMBCA MpoTAroM | roauHu) 3 Tpactysymabom abo 6e3 Hporo 60 %
MALII€HTIB OTPHUMYBAJIH TIONEPEAHIO aa'IOBaHTHY XIMIOTEpaIlifo Ha OCHOBI aHTpauuiiiHy. [larienTu
OTPUMYBAJIH JIIKYBaHHS TPacTy3yMaboM JI0 ITPOrpecyBaHHs 3aXBOPIOBAHHS.

EdexrusHicTs TpacTy3yMaby y koMOiHallil 3 aKIiTaKCeIOM Yy MALI€HTIB, AKi HE OTPHMYBAJIH NIONEPEAHBO
aA'lOBaHTHI aHTpalLMIJIiHK, He BUBHanacs. OaHak TpacTy3yMad IO poleTakcesl OyB eDeKTHBHHM y
NaIli€HTIB He3aJIeKHO BiJl TOr0, OTPUMYB&IH BOHH IOTIEPEIHBO a/IFOBAHTHI aHTPAlUKIIIHU YH Hi.

Meton TectyBaHHs Ha rinepekcnpecito HER2, 1m0 BUKOPHCTOBYBABCS /1 BU3HAYCHHS BIAMOBIAHOCTI
NAlliEHTOK JUIS Y4YacTi B OCHOBHMX KJIHIYHHX JOCHIIPKEHHAX MOHOTepamili TpacTy3ymMaboMm i
TpacTy3ymMaboM IUTFOC MaKIiTakces, BKIIOYAB iMyHoricToxiMmiuHe ¢apOysanns na HER2 dikcosanoro
MaTepialy 3 IyXJIFMH MOJIOYHOT 3aJ1034 3a AONOMOTOK MHUIIIAYMX MOHOKIIOHAMBHHX aHTHTII CB11 i 4D5.
L1i TkannHy Qikcysanu y popmanini abo dixcaropi byeHa. ¥ LpoMy nociiqHAILKOMY KITHIYHOMY aHai3i,
NPOBEJICHOMY B UEHTpPaibHINA Jaboparopii, BukopucToByBaacs uikana Bix 0 pgo 3+. [lamienru
kiacudikoBaHi gk 3abapeneHHs 2+ abo 3+, Oynu BKIIFOUEHI, TOAI sIK Ti, wo 3abapemosamucs 0 abo 1+,
Oymnu BunoveHi. [Tonan 70 % BrmOYeHUX NaLlieHTiB My rinepekcnpecito 3+. OTpuMaHi faHi CBiqyaTh
Ipo Te, IO MO3UTUBHUI edekT OyB GUIBIIKUM Y NMALi€HTIB 3 OiIbLI BUCOKUM piBHEM rinepekcripecii HER2
3.

OCHOBHHM METOIOM [OCIHi/UKEHHS, 10 BHKOPHCTOBYBABCS MAJIsL BU3HaueHHs mnosutusHocTi HER2 y
KJTFOYOBOMY JOCJTIPKEHHI JoLeTaKceny 3 TpacTy3ymabom abo 6e3 Hboro, Oyiia imyHoricToximisHesnauna
YacTUHA MaLieHTIB Oysla MPOTECTOBAHA 3a JOMOMOIOK (JTyOpeceHTHOT ribpuausauii in sy
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uBOMy Jociimkenti 87 % naiieHTiB, BRIIOYEHUX Y JOCHIIKEHHS, MaH 3aXBOpIOBaHHs, ke 6yno IHC3+,
i 95 % mauieHTiB, BKJIIOYEHUX Y JOCITI/PKEeHHs, Mald 3axBopioBaHHi, ske Oymo IHC3+ Tta/a6o FISH-

TTIO3UTHBHHM.

IIJomuoicnese 003y8aAHHA NPU MEMACMAMUYHOMY PAKY MOJIOYHOT 301031
PesynbraT eeKTUBHOCTI TOCTIPKEHs MOHOTepatii Ta KoMOiHOBaHOI Teparii HaBeJeHi B TabnHi 4:

Tabmuus 4 PesyasTaTi gocaifkens edexruBHocTi MoHOTepamii Ta koMbiHOBaHOI Tepamil

ITapamerpu Monortepanisi | KombinoBane JiikyBaHnHS

Tpactysyma6' | Tpactysyma6 | IMTaxnitakcen® | Tpacrysyma6 | Jlouerakcen’®

N=172 IUTIOC N=77 IUTIOC N=94
nawtiTakcen’ JoleTakcen’
=68 N=92

Yacrota Bignosinei 18 % 49 % 17 % 61 % 34 %
(95 % AI) (13 -25) (36 -61) (9-27) (50-71) (25 -45)
Mepniana TtpuBanocri | 9,1 8,3 4.6 11,7 5,7
BimmoBini (Micsui) (95 | (5,6 - 10,3) (7,3 - 8,8) (3,7-74) (9,3-15,0) (4,6 -7,6)
% [
Meniana TTI | 3,2 7,1 3,0 11,7 6,1
(micsuiB) (95 % AD) (2,6 - 3,5) (6,2-12,0) 2,0-44 (9,2-13,5) (5,4-1722)
Meniana BIDKUBaHHS 16,4 24.8 17.9 31,2 22,74
(micsuip) (95 % 1) (12,3 - ne) (18,6 -33,7) | (11,2-23,8) | (27,3-40,8) | (19,1 -30,8)

TTP = yac mo nporpecy; "ne" o3Hauae, 1o HOro HEMOXUIMBO OL[IHUTH ab0 BiH 1€ HE JOCATHY THH.
1. Jocmimkenus H0649¢: [Tinrpyna nauienris 3 [HC3+

2. Hocnimxenns H0648g: Ilinrpyna namnienris 3 IHC3+

3. Hocnimkenns M77001: [Topuuii Habip aHani3iB (HaMip JIiKyBaTH), pe3yIbTaTu 3a 24 micsui

Kombinosane nixysanns mpacmysymabom ma aHacmpo301om

Tpacty3ymab BiBYaBcs y KOMOIHAIIT 3 aHACTPO30JIOM A1 JTiKyBaHHS nepwioi aidii MPIL3 y nauienTok 3
rinepexcpecicio HER2 Ta 1O3HTHBHHMH TOPMOHAJIBHHMH PELENTOPaMH (TOOTO pellenToOpaMH eCTPOTeHy
(ER) 1a/abo peuenropamu mporecrepory (PR)) y nocTtMmeHomaysanbHOMY mepiofi. BibkupanicTs 6e3
nporpecyBsanns 6yya MoABOEHA Y TPyIi TpacTy3yMaly IUTIOC aHACTPO30J1 MOPIBHAHO 3 aHacTpo3osIoM (4,8
Micsans nopiBHsHO 3 2,4 micaug). [llomo iHmMMX napamerpiB, TO MOKPAIEHHA CHOCTepirajocs s
KoMbGiHalil: 3arajbHa BignoBiaw (16,5 % npotu 6,7 %); yacroTta KkiiHiuHOI Kopucrti (42,7 % npotu 27,9
%); uac 1o nporpecyBanus (4,8 micaid nportu 2,4 micstt). g dacy 1o BiANOBiAi Ta TPUBANOCTI BiANOBi
He GyJo 3adikcoBaHO JKOIHOT Pi3HULI MK rpynamu. MeniaHa 3arajbHOI BIXKUBAHOCTI OyJia IMOJI0BXKEHA
Ha 4,6 Micaud [UId MaUi€eHTiB y KOMOiHOBaHil rpymi. PisHuig He 6yna cTaTHCTUYHO 3HAYYINOIO, ORHAK
GiNiblile MOJOBHHH MAIEHTIB, SKi OTPUMYBAIU TLTBKHA aHACTPO30J, [TEepeiIuin Ha cxeMy JIIKyBaHHS, 1O
MicTHIIa TpacTy3yMa0, IicHs IporpecyBaHHs 3aXBOPIOBAHHS.

Tpumuoicrese 003y8GHHA NPU MEMACMAMUYHOMY PAKY MONOYHOT 3a/103U
Pe3synbTath epeKTHBHOCTI HEMOPIBHAIBHUX AOCIIPKeHb MOHOTeparii Ta KoMGiHOBaHOi Teparil HaBeJeHi

B Tabnuui 5:

Tabnung 5 PesyapraT edpeKTUBHOCTI HeNMOPiBHAVILHHX JOCTIKeHb MOHOTepalii Ta koMGiHOBaHOY

Tepanil
ITapameTpn MosoTepanis Komoinopane JikyBaHHA
Tpactysyma6' Tpacty3yma6? Tpacty3ymab Tpacty3zymad
N=105 N=72 TUTIOC ILTIOC
naKiiTakces nouetakcen*
N=32 N=110
Yacrora Bignosinei 24 % (15 - 35) 27 % (14 - 43) | 59 % (41 - 76) 73 % (63 - 81)
(95 % JII)




Meniana Tpusanocti | 10,1 (2,8 - 35,6) 7,9(2,1-18,8) | 10,5 (1,8 -21) 13,4 (2,1 -55,1)
Bianosini (micsri)
(nianason)

Meniana TTIT | 3,4 (2,8-4,1) 7,7 (4,2-8,3) 12,2 (6,2- Hi) 13,6 (11 - 16)
(micsitiB) (95 % JII)
Meniana BHXKUBaHHS ne ne ne 47,3 (32 - ne)
(micauir) (95 % JI)
TTP = wac o nporpecy; "ne" o3Ha4ae, Mo HOro HEMOMJTHBO OLLIHUTH ab0 BiH 1€ HE AOCATHY THIA.

1. Jocnimxenns WO16229: HapaHTaxXyBanbHa 1032 8 MI/KT, TOTIM 6 MI/KT 3 pasd Ha THK/IEHb

2. Jocnimkenas MO16982: napaHTaxXyBajbHa f03a 6 MI/KI LIOTHKHS X 3; NOTIM 6 MI/KF 3 pasu Ha
TIDKACHD

3. ocmimkenns BO15935

4. Nocnimxeuns MO16419

Micya npozpecysanns

YacToTa nporpecyBaHHa 3 60Ky NneviHKU Oys1a 3HAYHO 3HIDKEHA Y MALIEHTIB, SKi OTpUMYBaJIH KoMOiHAaLio
TpacTy3ymaOy i maktiTakcemy, HOPiBHAHO 3 TiKyBaHHAM TiTBKH nakititakcenom (21,8 % nopisusaHo 3 45,7
%; p = 0,004). V 6inpmoi KiIBKOCTI NamieHTiB, SKi OTPUMYBAIH TpacTy3yMa® i1 maxsiTakcern,
CIIOCTEPIiragocs NporpecyBanHs 3 60Ky HEHTPaTbHOT HEPBOBOT CHCTEMH, HIXK Y MALEHTIB, SKi OTpHMYBaIU
Tinbky nakiirakcen (12,6 % npotu 6,5 %; p = 0,377).

Panniti pak mMonounoi 3anozu (ao iosarmiie jikyeanis)

PPM3 Bu3HAYAETHCS IK HEMETACTATHUHA IIEPBUHHA iHBa3HBHA KapluHoMa MOJIOYHOT 3aJI03H.

B sxocTi af'loBaHTHOro JiKyBaHHA TPacTy3yMa® IOCHTIKyBaBCcs B 4 BENTUKUX 6araTOLEHTPOBHX
PaHIOMIi30BaHMX AOCIIIKEHHAX.

- Hocnimxenna BO16348 6yno po3pobiieHo Ams NOPIBHSIHHS OXHOIO Ta JBOX POKiB TPUTHKHEBOIO
JiKyBaHHA TpacTy3yMaboM Ta crocTepeskeHHd 3a maieuTkamy 3 HER2-nosutueauM PPM3 micns
XipypridyHoro BTpYHYaHHs, 3araJlbHONPUHHATOI XiMioTepamii Ta NpoMeHeBOi Tepamii (AKIIO
3acTocoBHO). KpiM Toro, mpoBoaumocs MOpIiBHAHHSA IBOX POKIB JIKYBaHHS TpPacTy3ymaboM 3
ONHMM DOKOM JKyBaHHA TpacTysymaboM. [lalieHTam, mNpH3HAYEHHM JJIS OTPHMAHHS
TpacTy3ymaly, IpH3HAYAIH IOYATKOBY HABAHTAXKYBAJIBHY 103y 8 MI/KT, a MOTIM IO 6 MI/KI KOXKHI
TPHU THXKHI IPOTIArOM OFHOTO abo ABOX POKiB.

- Jocrmimkennas NSABP B-31 ta NCCTG N9831, mo Bxonsts g0 of'eanaHoro amanizy, 6yam
po3pobieHi 3 METOO BUBUEHHs KJIiHIYHOI KOPHCHOCTI KOMGiHaUii JIIKyBaHHA TpacTy3yMaboM 3
nakJliTakcesIoM micis ximioreparii AC; kpim Toro, aociimkenus NCCTG N9831 Takoxk BHBYAIO
JI0AaBaHHA TpacTy3yMaby nocnigoBHO Ao ximiotepanii AC—P y nanienris 3 HER2-n03uTHBHIM
PPM3 xipypriu"oro BTpy4aHHS.

- Jocnmimxenns BCIRG 006 6yno mpusHadeHe I BMBYCHHS KOMOIHOBAHOrO JIiKyBaHHS
TpacTy3yMaboM 3 joueTakcesiom abo micns ximiorepamnii AC, a6o B kom6GiHamii qoueTakcey 3
kap6oruiatusoM y nanientok 3 HER2-nosutusnum PPM3 micist Xipypriynoro BTpy4aHHs.

PPM3 y nocnimxenni HERA ob6mesxyBasces onepabenbHOr0, ITIepBHHHO0, IHBA3HBHOKO 8JIEHOKAPLIHOMOIO
MOJIOYHO] 3aJI03H, 3 MO3UTHBHUMM MaXBOBMMHM By3/1aMU ab0 HETaTMUBHUMM MAaXBOBUMHM BY3JIaMM, SKIIO
IMyXJIMHU He MeHLIe 1 cM y miameTpi.

V cnineHoMy aHanizi gocnipkens NSABP B-31 Ta NCCTG N9831 PPM3 6yii0 06MeXeHO KiHKaMH 3
orepabeNnbHUM PakoM MOJIOYHOI 3aJ03H 3 BHCOKHMM DH3UKOM, BH3HaueHUM sk HER2-nosuruBHuiT i
NO3UTHBHUH maxBoBuil siMdoByzon a6o HER2-mosutuBHuI i HeraTMsHMM JIiM(OBY301 3 O3HAKAMH
BUCOKOI'O PU3HKY (po3Mip IyxJiMHHU > | cM i HeratueHuit ER a60 po3mip myxsimuM > 2 cM, HE3aIEXKHO Bif
FOPMOHAJIBHOTO CTaTyCy).

VY pocnimxenni BCIRG 006 HER2-no3uTHBHUMYU NALiEHTKAMM BBRKAIUCS MAL[ICHTKH 3 MO3UTUBHUMH
JiMQaTHYHIMH By3/1aMH 200 MaL€HTKH 3 BUCOKUM PU3UKOM Ge3 ypaxxeHHs giMpatuuHux By3nis (pNO), a
TaKOX MpuHaiMHI 3 1 3 HACTYNHKUX (QaKTOpPiB: po3Mip MyXJHHHU Oinblue 2 ¢M, BIOCYTHICTH peLenTopis
€CTPOreHy Ta PELENTOPIB MPOreCTEPOHyY, NiCTONOriYHUH Ta/ab0 soepHuii cTyniHb 2-3, a60 Bik < 35 pokiB).




.
4. i 1¢e)

N VRV

Pesynsratn edextuBHOCTI B jgocmivkenHi BO16348 micma 12 wicamis* ta 8 pokis** wmenianu
CIIOCTEepEeKEHHs HaBe/IeHi B Tabmwi 6:

Tabnung 6 Pesyabpratn edexTusuocTi gocaipxenas BO16348

CepenHili TEpMiH CHIOCTEPEKESHHS Cepennili TepMiH CIIOCTEPEKEHHS
12 micauis* 8 pokig***

IMapameTpu CrocTepesxeHHA Tpacty3ymad CrocrepexeHHs Tpacry3ymab

N=1693 1 pix N =1697*** 1 pik

N=1693 N=1702***

BroxuBaHHA 6€3 3aXBOPIOBaHb
- KieKicTh mamieHTis 3 nomiero | 219 (12,9 %) 127 (7,5 %) 570 (33,6 %) 471 (27,7 %)
- KIBKiCTh maitienTie 0e3 nomii | 1474 (87,1 %) 1566 (92,5 %) 1127 (66,4 %) 1231 (72,3 %)
P-3navenHs B moOpiBHAHHI 3i <0,0001 < 0,0001
CIIOCTEPEKEHHAM
Koedimienr  Hebesnexku B 0,54 0,76
TIOPIBHAHHI 3i CIOCTEPEXECHHAM
BrokuBaHHS 6€3 penyanuBiB
- KiNBKICTh manienTie 3 mogiero | 208 (12,3 %) 113 (6,7 %) 506 (29,8 %) 399 (23,4 %)
- KiNbKiCTB mamienTis 6e3 momii | 1485 (87,7 %) 1580 (93,3 %) 1191 (70,2 %) 1303 (76,6 %)
P-3HageHHs B NOpIBHAHHI 31 <0,0001 <(,0001
CIIOCTEPEXKEHHAM
Koediuient Hebe3mekn B 0,51 0,73
NOPiBHAHHI 3i COOCTEPEKSHHAM
BimnaneHe BIDKMBaHHA  0e3
3aXBOPIOBAHHA
- KUIBKICTb MALi€HTIB 3 TIOMI€I0 184 (10,9 %) 99 (5,8 %) 488 (28,8 %) 399 (23,4 %)
- KinbkicTh mauienTiB 0e3 monii | 1508 (89,1 %) 1594 (94,6 %) 1209 (71,2 %) 1303 (76,6 %)
P-3HaueHHA B MOpIBHAHHI 3i
CITOCTEPEKEHHAM < 0,0001 <0,0001
Koedinienr  HeOesmeku B
MOPIBHAHHI 31 CIOCTEPEXKEHHAM 0,50 0,76
3aransHe BIDKUBAaHHA
(cMepTHiCTS)
- KiNbKicTb HauieHTiB 3 opiero | 40 (2,4 %) 31 (1,8 %) 350 (20,6 %) 278 (16,3 %)
- KinbKicTh manienTis 6e3 moxii | 1653 (97,6 %) 1662 (98,2 %) 1347 (79,4 %) 1424 (83,7 %)
P-3nauenus B TOpIiBHAHHI 3i 0,24 0,0005
CIIOCTEPEIKEHHIM
Koedinient HebOe3rnexu B 0,75 0,76
NOPIBHAHHI 3i CIOCTEPEXKEHHIM
*[Teprunna kinreBa Touka 3bI1 1 poky y HOpiBHAHHI 31 CIIOCTEPEKEHHASM JOCATIIA TOTIEPeHBO BU3HAYEHOT
CTATHCTUYHOT MEXi
**DinanpHui a”Hati3 (BKIFOYAIOUH KpocoBep 52 % mallieHTiB 3 IpyIH CIIOCTEPEXEHHS Ha TpacTy3ymao)
*** JcHye po30DKHICTE y 3arajJlbHOMY po3Mipi BUOipku depe3 HEBENIHKY KUIBKICTh Mali€HTIB, ki Oymu
paHIOMi30BaHi MiCIIs AaTH BiACIKaHHA VT aHAJI3y MeAiaHU 12-MiCIYHOTO CIIOCTEPEKSHHS

Pe3yneTaTd MpOMIKHOrO aHalizy e(QeKTHBHOCTI HEepEeTHYIU MOIepeNHbO BHU3HAYECHY MHPOTOKOJIOM
CTATHCTHYHY MEXy AJIS MOPIBHSHHA | poOKy 3acTocyBaHHA TpacTy3yMmaly 3i croctepesxeHHsM. ITicns
Mezianu cnocrepexents 12 micsui BixHommeHHs pusukis (BP) s BrokuBanns 6e3 3axsoprosaris (BB3)
cradoruno 0,54 (95 % I 0,44, 0,67), mo o3Hayae abCOMOTHY mepeBary, 3 TOYKH 30py 2-pigHOro
BIDKMBAHHS 6€3 PO3BUTKY 3aXBOPIOBaHHS, Ha 7,6 BiACOTKOBUX ITyHKTIB (85,8 % mpotu 78,2 %) Ha KOpUCTDH

rpynd Tpacty3ymady.

Ocraroynwuii aHaniz 6yB NpoBeNEHHH MiciA MediaHH CHOCTepekeHHS 8 pOKiB, sAkuii 11oKasas, w0 1 pik
JTiKyBaHHS TPacTy3yMaOOM acCOLHIOETbCA 31 3HIDKEHHAM pU3HKY Ha 24 % mopiBHAHO jumre 3i
croctepexkeruam (BP = 0,76, 95 % [I1 0,67, 0,86). Lle o3nauae abconoTHY nepepary y BUIUIAAI 8-piuHOT
6e3peLIMBHOT BIDKUBAHOCTI Ha 6,4 BIICOTKOBHUX IyHKTH Ha KOPUCTB | POKY JliKyBaHHS TpacTy3yMaboMm.

VY upoMy OCTATOYHOMY aHani3i NMPOJOBKEHHS JIKyBaHHS TpacTy3yMaboMm A0 JBOX POKIB HE IOKazalio
JONAaTKOBOT MmepeBard MOpiBHAHO 3 JikyBaHHAM mpotarom 1 poky [BP JIII y nmomynsuii 3 Hamipom
JKYBaTH (ITT) [POTSIrOM 2 pomB l'[OplBHSIHO 3 1 poxom r= 0, 99 (95 % ,Z[I 0, 87 1,13), p-3H e‘ﬂTR\O 90




36inbinena y rpymi 2-piunoro nikypanss (8,1 % mopiBHsaHO 3 4,6 % y rpymi 1-piuHoro nikyBaHHST). Y
GiBIIOT KIMTBKOCTI MAIiEHTIB criocTepiraniocs npuHaiiMHi oaHe HebaxaHe sBuie 3 abo 4 cTyneHs y rpyni
2-piunoro nikyBaHHA (20,4 %) nopiBHIHO 3 Tpymolo 1-piuHoro aikysaHHs (16,3 %).

V nocnimkennsx NSABP B-31 ta NCCTG N9831 TpacTy3ymMab 3acTocOBYBaNM y KOMOiHAIl 3
nakJiTakceaoM micns ximiotepanii AC.

Hoxkcopy6iuud i nuxiogocdamMia BBOAUIN ONHOYACHO 32 TAKOK CXEMOIO:
- BHYTPILIHbOBEHHE BBEIEHHS OKCOPYOiLMHY B 4031 60 MI/M2 , [0 BBOAWTHCS KOXKHI 3 THXKHI NPOTArOM
4 [UKITIB.

. . B . .
- mukiIodochamin BHYTpilIHBOBeHHO, Mo 600 Mr/M* mpoTarom 30 XBWIIMH, BBOJAMTH KOXHI 3 TIKHI
npoTArom 4 LUKIIB

IMakmiTakcen y koMOiHaLil 3 TpacTy3yMadOM BBOIVIIH HACTYITHUM YHHOM:

- BHYTpIIIHBOBEHHO MakiiTakcen - 80 mr/m? y Burisai GesnepepBHOi BHYTPIIHBOBEHHO! iH(Y3il, 1O
BBOUJIACS LIOTIDKHA [IPOTAroM 12 THXKHIB.

abo

- MaKJIiTaKces BHYTPIIHEOBEHHO - 175 Mr/m? y BHIIIAi Ge3mepepBHOT BHY TPILIHBOBEHHOT 1HDY3i1 KosKHi 3
THOKHI IPOTATOM 4 UuKIiB (1-# AeHb KOXKHOTO LIUKITY).

Pesynbratd edheKTUBHOCTI, OTpPUMaHi Ha OCHOBI 00'eqHaHOro aHamisy mocmimxeHs NSABP B-31 Ta
NCCTG N9831 na moMeHT mipoBeieHHs octarouHoro anainizy DFS*, mincymoBani B Tabmuni 7. Meniana
TPHUBAJIOCTI crIOCTepekeHHd craHoBMa 1,8 poky s nanieHtis y rpyni AC—P Tta 2,0 poky uis naiieHTiB
y rpyni AC—PH.

Tabmuis 7 3seneni pe3yibTaTH e(peKTHBHOCTI, OTPHMAHi HA OCHOBI 00'€IHAHOr0 aHAJI3Y JOCTIKEHD
NSABP B-31 ta NCCTG N9831 na MoMeHT npoBeieHHS 0OCTATOYHOro aHaJizy DFS*

[TapameTpu AC—P AC—PH Hazard Ratio vs
(n=1679) (n=1672) AC—P
(95% CI)
p-value
Bwxusanns 6e3 3aXBOpIOBaHb 261 (15,5) 133 (8,0) 0,48 (0,39, 0,59)
KUTBKICTh MAIlIEATIB 3 MO0 p <0,0001
Binnanewi peupnuen S 96 (5,7) 0,47 (0,37, 0,60)
KIJIBKICTB MALIEHTIB 3 ITOJIE0 p < 0,0001
Cwmepts (ogis OC): 92 (5.5
KIUJTBKICTD MAL[IEHTIB 3 TIOMI€I0 2) 623.7) 0,67 (0,48, 0,92)
p=0,014** }

A: nokcopy6inus; C: nuknodocoamin; P: naxnitakcen; H: Tpactysymab

* TIpu MeniaHi TpuBanocti criocrepe>keHHs 1,8 poky ans nauientis y rpymi AC—P ta 2,0 poky s
nanieHTiB y rpyni AC—PH

** p-3HayeHHA i1 OC He MepeTHHANo MOoNepeIHBO BH3HAYEHY CTATHCTUYHY MEXKY JUld TOPIBHAHHA
AC—PH3 AC—P

Jns nepeuHHO1 KiHLUeBoi Touky, DFS, nogaBanns TpacTy3ymaby 1o XiMioTepanii MakIiTakcesoM IPU3BeIo
JI0 3HIDKEHHSI PU3UKY PelIMAMBY 3aXBOpIOBaHH: Ha 52 %. CriBBIAHOLIGHHS PU3MKIB TPaHCHOPMYETHCS B
abCoONMOTHY MepeBary, IO BHpaXaeTbCsd B OLIHII 3-piuHoi Oe3peluauBHOI BiskuBaHocTi Ha 11,8
BiICOTKOBUX IyHKTIB (87,2 % nipotH 75,4 %) Ha kopucth rpynu AC—PH (tpacty3zymab).

Ha MOMEHT OHOBJEHHSA MaHWX 3 Oe3mekH micnd MemiaHu crnocTepeskeHHs 3,5-3,8 pokie anamniz DFS
NiATBEPUKYE BEJIMYMHY KOPHUCTI, MOKa3aHy B octaroyHoMy aHaimizi DFS. Hespaxaroun Ha mepexpecHui
nepexina Ha Tpacty3ymab y KOHTPOJIBHIHN IpyIi, JoJaBaHHA TpacTy3yMady o XiMioTeparril naxiiTakcenom
NPU3BEJIO 10 3HIDKEHHS PHU3HKY DPELMAUBY 3axBopioBaHHs Ha 52 %. [lomaBaHHA TpacTy3ymaby 10
ximioTepanii maksiTakces oM TaKOXK NPH3BeNO A0 3HIKEHHs PU3HKY cMepTi Ha 37 %o.

3azpaneriap 3amiaHoBaHui octaTouHuil aHaniz OC 3 of'egHaHoro anamizy aocmimxenr NSABP B-31 1
NCCTG N9831 6ys nposenennit, konu cranocs 707 cmepreit (Meftiana crioctepesxeHHs 8,3 poky B rpymi
AC—PH). Jlikysanass AC—PH mnpusseno 10 CTaTUCTHYHO 3HAYYyIOro noninmeHHs QCyiopiBHAHO 3
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BH)KMBAHICTB oLiHIOBaNacs Ha pieHi 86,9 % B rpyni AC—PH i 79,4 % B rpyni AC—P, abconoTHa KOpUCTb
cranosuna 7,4 % (95 % 14,9 %, 10,0 %).

OcTaTo4Hi pe3yJbTaTH 3arajibHOI BIDKMBAHOCTI 3a pe3yJIbTaTaMH CIIUIBHOTO aHalizy mociivkeHs NSABP
B-31 ta NCCTG N9831 naBeneni B Tabmuiii 8 Hrxye:

Tabnuus 8 IlincymkoBHii aHaJi3 3arajbHOI BHKHBAHOCTI 32 pe3ybTaTaMM 00'¢AHAHOrO amajisy
pociaimxens NSABP B-31 ta NCCTG N9831

ITapameTpn AC-—P AC—PH p-3HaYeHHA B Bixnomenns
(N =2032) (N =2031) NOPiBHAHHI 3 PH3HKIB
AC—P B NOpiBHAHHI 3
AC—P (95 % JD)
Cwmepts (nogis OC):
Kinexicts mamientis 3 | 418 (20,6 %) 289 (14,2 %) <0,0001 0,64
nogiero (%) (0,55, 0,74)

A: mokcopy6iuun; C: nuknodocdamin; P: maxnitakcen; H: Tpactysymad

Amnaniz DFS Ttaxox O6yB npoeefeHuii rpu octatoydoMy aHaiizi OC 3 o6'eqHaHoro aHasizy JOCTiKEHb
NSABP B-31 ta NCCTG N9831. Onoeneni pesynsratu ananizy DFS (crpatudikoepane BP = 0,61; 95%
J1[0,54, 0,69]) mokasanu anaioriudy nepeeary DFS nopiBHsHO 3 ocTaTOHHHUM NepBUHHUM aHamizoMm DFS,
HE3BKAIOUHM Ha Te, o 24,8 % nauienris y rpyni AC—P nepeiiuuin Ha npuiiom tpactysymaby. [IpoTsarom
8 pokie BroKHBaHICTE €3 MporpecyBaHHs 3aXBOPIOBAHHA owiHIoBanacd B 77,2 % (95 % JI: 75,4, 79,1) B
rpymi AC—PH, o cranoeuno abcomoTHy nepepary 11,8 % nopisHsizO 3 rpynoo AC—P.

V pocnimxkenni BCIRG 006 tpacty3ymad 3actocoByBasid abo B KOMOiHaWii 3 IOLIETaKCENOM, MiCiA
ximiorepanii AC (AC— DH), a6o B xoMm0iHariii 3 gonerakcenoM i kap6oruaruaom (DCarbH).

JlotieTakces BBOAWINA HACTYTHUM YHHOM:

- BHYTPIilIHBbOBEHHO fomeTakcen - 100 mr/m? y Ul BHYTpilHBEOBEHHOT iH(Y3ii poTsrom 1 roauy,
BBOIMIN KOHI 3 THOKHI TIPOTAroM 4 LHKIIIB (2 A€Hb IEPLIOro LKMKILY JOIETaKcesy, MoTiM 1 JeHb KOXKHOTro
HACTYITHOTO LHKILY).

abo

- IOLETAKCEN BHYTPIIIHEOBEHHO - 75 MI/M2 y BHIJISAI BHYTPIIIHBOBEHHOI iH}Y3ii poTarom 1 roauay, 1o
BBOJUTBCS KOXKHI 3 THOKHI IIPOTAToM 6 LKt (2-i AeHb 1-ro nHKITy, NOTiM 1-H eHh KOXKHOr0 HACTYITHOTO
LIMKJTTY).

ITicsis 4oro 3acTOCOBYBaN

- kKapborutaTuH - rpu niboBii AUC = 6 Mr/mi1/XxB BBOAWIH IUIIXOM BHYTPILIHBOBEHHOI iH(Y3ii NIpoTarom
30-60 XBUIHH, 1[0 TIOBTOPIOBATIM KOXKHI 3 THIKHI, 3araJIOM LIICTh IUKJIiB.

TpacTy3yMab BBOAMIM ILOTHKHS 3 XiMioTepariieto Ta 3 pa3u Ha THOXKAEHb MIc/s Hel IPOTSIroM 52 THXKHIB.
Pesynbratu edextuBHocti BCIRG 006 migcymoBani B Tabmumsx 9 1 10. CepemHs TpHBaicTh
criocreperxerHs cranopuna 2,9 poky B rpyni AC—D i 3,0 poku B koxHi# i3 rpyn AC—DH 1 DCarbH.

Ta6bnug 9 Oran ananizy epexruBrocti BCIRG 006 AC—D nopiBasino 3 AC—DH

[Tapametp AC—D AC—DH KoediuieHT pusuxy
(n=1073) (n=1074) OpOTH

AC—D

(95% OI)

D-3HAYCHHS
Bumkupanusg 0e3 MOGIYHUX peaKiii 195 134 0,61 (0,49, 0,77)
KinpKicTh MalliEHTIB 3 TIOMIEI0 p <0,0001
Binganenuii peuuaue 144 95 0,59 (0,46, 0,77)
KinpkicTs mamieHris 3 MoAi€I0 p <0,0001
Cwmepts (niogis OC): 80 49 0,58 (0,40, 0,83,7=~
Kinblzcicn IALIEHTIB 3 MOAIEI0 | p=0,0024 gr/;\




L | | |

AC—D = nokcopybiumH moc nuriodocdamia, notim nouerakcen, AC—DH = gokcopy6iuus mioc
ukiogocdamin, MoTiM JoleTakce INoC TpacTy3yMab; I = mopipunii iHTepBan

Tabnuig 10 Ornsig ananisy edpexruBHocti BCIRG 006 AC—D nopisasuo 3 DCarbH

[Tapametp AC—D AC—DH KoediuieHT pusuky
(n=1073) (n=1074) rpoTU

AC—-D

(95% AI)

p-3HaYCHHS
Brokupanns 0e3 moOiuHUX peaxiliit 195 145 0,67 (0,54, 0,83)
KinpxicTh mamieHTis 3 IMOTIEI0 p=0,0003
Bigmaneuuti peupann 144 103 0,65 (0,50, 0,84)
KinpkicTs r1amieHTiB 3 Mogicto p = 0,0008
CmepTh 80 56 0,66 (0,47, 0,93)
KimbKicTh MallieHTIB 3 NOAIEIO p=10,0182

AC—D = nokcopy6inuH mnoc muxnodocdamin, notim aouerakcer; DCarbH = mouerakcen,
Kkapborutatus i Tpactysymab; [l = noBipumii iHTepBat

VY nocnimpkenni BCIRG 006 nns nepBuHHOT KiHLeBol Touku, DFS, BiqHOmeEHHS pH3HKIB HEPEeTBOPIOETHCS
Ha abCONIOTHY KOPHCTB, 3 TOYKH 30py 3-pidHOi BIDKMBAHOCTI 6e3 3aXBOpIOBAaHHS, fKa CTAaHOBHUTEH 5,8
BigcoTkoBux MyHKTiB (86,7 % nporu 80,9 %) na xopucte rpymu AC— DH (tpactysymab) ta 4,6
BincoTkoBux MyHKTIB (85,5 % mporu 80,9 %) Ha xopucts rpymu DCarbH (tpacty3ymatb) mopiBHsAHO 3
AC—D.

V nocnimxenni BCIRG 006 213/1075 nauienriB y rpymi DCarbH (TCH), 221/1074 nauienriB y rpymi
AC—DH (AC—TH)i217/1073 y rpyni AC—D (AC—T) manu Craryc npoaykriBHOCTI 32 KapHOBCEKHM
<90 (80 abo 90). ¥V wiii miarpymi narieHTiB He OyI0 MOMIYEHO KOIHOI KOPHCTI 11010 6E3pEeLIUIUBHOTO
swkuBanis (DFS) (cnieinnomenss pusukis = 1,16, 95 % 11 [0,73, 1,83] mns DCarbH (TCH) nopisHsHO
3 AC—D (AC—T); cnieBigHowenHs pusukis 0,97, 95 % [I [0,60, 1,55] nns AC—DH (AC—TH) npotu
AC—-D).

Kpim Toro, 6yB mpoBeneHMH PEeTPOCHEKTHBHHE NOCITIAHHLIBKUN aHani3 HaOOpiB JaHMX KIIHIUHHX
Jocaimkens cniabHoro aHanizy (JA) NSABP B-31/NCCTG N9831* ta BCIRG006, axi moeaHyBany moaii
DFS Ta cumnitoMaTH4Hi cepLieBi nozii Ta nigcyMmoadi B Tabmumi 11:

Tabmuig 11. Pe3yabTaTH aHANITHYHAX aHANIZIB CHIJILHOIO aHANI3Y KIIHI9YHHX Aocaimkens NSABP
B-31/NCCTG N9831 ta BCIRG006, mo noeanyoTts noaii DFS ta camnromaTuysi cepueni moaii

AC—PH AC—DH DCarbH
(nopieastHO 3 AC—P) (nopisuano 3 AC—D) | (mopiBasano 3 AC—D)
(NSABP B-311i (BCIRG 006) (BCIRG 006)
NCCTG N9831)*
[lepBUHHMH aHAaTi3
edexturnocti DFS 0,48 0,61 0,67
Koediient puzuxy (0,39, 0,59) 0,49, 0,77) (0,54, 0,83)
(95% A
P-3HAYEHHs p <0,0001 p <0,0001 p =0,0003
AmnHaniz epeKTUBHOCTI
JIOBTOCTPOKOBOFO 0,61 0,72 0,77
CIOCTepex)eHH  * * (0,54, 0,69) (0,61, 0,85) (0,65, 0,90)
DFS Koedinient
pusuky (95% 1)
P-3HAYEHHS p <0,0001 p <0,0001
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JlocniAHUITBKHI aHaITI3
i3 DFS Ta cummnroma-
TUYHUMH CEpPLIEBUMU
TOAiAMH
JoBroctpokose
cnoctepexxeHHa** 0,67 0,77 0,77
Koeditientu pusuxy (0,60, 0,75) (0,66, 0,90) (0,66, 0,90)
(95% A

A: noxcopy6inun; C: nuknodocdamin; P: naxmirakcern; D: nouetakcer; Carb: kap6bormiaTun; H:
TpacTy3ymad

JI = noBipuuii iHTEpBAI

* Ha MomeHT octarounoro ananizy DFS. Cepeansa Tpupanicts crocrepexkeHHs cTaHoBuna 1,8 poky B
AC—P rpymi Ta 2,0 poxu 8 AC—PH rpyni

** CepenHs TPHBAJICTh HOBIOCTPOKOBOIO CIIOCTEPEXEHHS VIS KIIHIYHHX JoctiipkeHb Joint Analysis
cranoBuia 8,3 poky (niamason: Bix 0,1 go 12,1) ang rpynmu AC—PH i 7,9 poky (niamazon: Big 0,0 mo 12,2)
quis rpynn AC—P; CepenHa TpUBaicCTh 1OBrOCTPOKOBOTO CIIOCTepeskeHHs s gociimpkenns BCIRG 006
cragoBmia 10,3 poky sk y rpyni AC—D (gianason: Big 0,0 mo 12,6), Tak i B rpymni DCarbH (riamasoH: Big
0,0 mo 13,1), i ctaroBuna 10,4 poky (aiamazon: 0,0 mo 12,7) B rpyni AC—DH

Paunniii pax monounoi 3ano3u (reoao loeaumuo-ao toeanmua mepanis)

Hapasi Hemae pe3ynbraTiB, siki 6 TOpiBHIOBaNIM e(EeKTHBHICTH TpacTy3ymalby, IO BBOIUTHCA 3
ximioTepamieto B an’lOBaHTHi¥M Teparii, 3 €(EeKTUBHICTIO, OTPHMAHOIO B Heoal IOBAaHTHii/aa IOBaHTHIH
Teparii.

Bararonentpore panmomizoBane nociimpkeHHs MO16432 Oyno pospobniere Ayt BUBYEHHSA KIIIHIUHOL
e(EeKTUBHOCTI OTHOYACHOTO 3aCTOCYBaHHS TPAcTy3yMaly 3 Heoa  FOBAHTHOIO XiMiOTepani€to, 0 BKI0YAE
AHTPALMKIIIH i TakcaH, 3 MOJAIBIIUM aJ'IOBAHTHUM BBEICHHIM TPacTy3yMaly, 3arajibHOK TPHUBAICTIO
JiKyBaHHA 0 1 POKY, B YMOBaX HEOaI'tOBAaHTHOI Tepamii. Y AOCIipkeHHS HaOUpaIy MalicHTOK 3 BIIEpIIe
niaraocrosanuM MicueBo-niomupeHuM (111 cranis) abo 3anansaum PM3. Hanientu 3 HER2+ myxmuHamu
OynM paHIOMI30BaHi Ul OTPUMaHHS HeOoaJ'TOBAaHTHOI XiMioTepamii OZHOYACHO 3 HEOAN'IOBAHTHHM
TpacTy3ymabom abo TiIBKM Heoad ' tOBAaHTHOL XimMioTepariii.

V nocnimkenni MO16432 TpacTy3ymad (HapaHT@KyBajbHa 1032 8 MI/KI 3 HACTYNHOIO IIiATPHMYIOUYOO
J03010 6 MI/Kr KO>KHI 3 THXKHI) 3aCTOCOBYBaJIM OJHOYAcHO 3 10 HHMKIIaMH Heoan 10BaHTHOI XiMioTepamil,
K 3a3HaYeHO HIKYE:

- oxcopy6iumu 60 mr/m? i nakiirakcen 150 Mr/m2, BBOISTH 3 THIKHI IPOTATOM 3 LIHKIIB,

MICIIS 4Oro

- makJjiitakcen 175 mr/m? 3 pasu Ha TIKAEHb NPOTATOM 4 LIMKIIIB,

IiCTIS 4Oro

- CMF Ha 1 i 8 geHp koxHi 4 TYOKHI IPOTAroM 3 LHKITIB

HICITS YOro Mic/st orepanii

- HOJATKOBI IMKJIM a'TOBAHTHOTO JIIKYBaHHs TPacTy3yMaboM (10 3aBepiieHHS | poKy JiKyBaHHs)

Pesynprati edexrusHocTi gocnimkeHHs MO16432 migcymoBani B Tabnuui 12. Cepeans TpUBaiCTh
CIOCTEPEXKEHHS B Irpyni TpacTy3ymaly craHoBHIIA 3,8 POKY.

Tabmuusg 12 PesyabraTu edexrunocti 32 MO16432

Ilapamerp XimioTepamin + Tinbku ximioTepamnin
Tpacty3ymab (n=116)
(n=115)




BwxkuBanHs 6e3 46 59 Koediuient puzuky
MOOIYHMX peaxiiiit (95% OD)
KinpkicTe narieHTis 3 0,65 (0,44, 0,96)
[OJIIEI0 p=0,0275
3arajgbHa HaTONIOTIYHA 40 % 20,7 % p=0,0014
MOBHA BignoBias* (95 (31,0, 49,6) (13,7,29,2)
%o )
3aranpHa BUKUBaHICTh 22 33 KoedimieHt pusuky
Kinekicts mauieHTiB 3 (95% M)
ITOJIEIO 0,59 (0,35, 1,02)

p =0,0555

* BHU3HAYAETHCSH AK BIICYTHICTH OyAb-IKOTO iHBa3MBHOTO PaKy sIK Y MOJOYHIH 3aj103i, Tak i B [TaXBOBHX
BY3JIax

AbcomoTHy nepeBary B 13 BiICOTKOBHX ITyHKTiB Ha KOPHUCTb I'PYIH TPacTy3yMaly OyJi0 OL[iHEHO 3 TOUKH
30py 3-piuHoi 6e3penraMBHOI BIDKMBAHOCTI (65 % npotu 52 %).

MeTacTaTHuHHI PaK HUTYHKA

Tpacty3symab nmocmimpkyBaiyd B OJHOMY paHIOMi30BaHOMY Bimkpuromy mociimkenni III dasu ToGA
(BO18255) y moeananHi 3 XimMioTeparti€ro MOpiBHAHO 3 XIMiOTepamiero oKpeMo.

XiMioTepamis MpOBOAMIACS HACTYIHHM YHHOM:

- kanenutabid — 1000 Mr/m? nepopaibHO JiBiYi HA JeHB NPOTArOoM 14 IHIB KOXHi 3 THXHI POTAroM 6
LHKIIIB (3 Beyopa 1-ro AHs 10 paHKy 15-ro IHS KOKHOrO LUKILY)

abo

- BHyTpilUHbOBEHHe BBeleHHS S-(ropypauuny - 800 mr/M*/meHs y BuDIami  GesnmepepBHOI
BHYTpPiIUHbOBEHHOI iHQY31i MpOoTsAroM 5 QHIB KOXKHI 3 THOKHI IPOTAroM 6 HMKIIB (3 1 1o 5 reHb KOKHOro

LHKTY)
Bynr-ske 3 sKMX BBOAWIU 3:
- mgcmiaTiHoM — 80 Mr/m? KOXKHI 3 THKHI TIPOTAroM 6 LMKIIIB y 1-i EHb KOXKHOTO LHMKITY.

Pesynprat epexruBHOCTI nocnipkenns BO18225 nincymoani B Tabmumi 13:

Tabmuus 13 PesynbraTn edpexTuBHOCTI 32 BO18225

IIapamerp ¥p FP +H HR (95 % AD p-3HaYeHHs
N =290 N=294

3arajpHa BIOKHBAHICTD, 11,1 13,8 0,74 (0,60 - 0,91) 0,0046

MeiaHa MiCALiB

Brokusanus Oe3 5,5 6,7 0,71 (0,59 - 0,85) 0,0002

IporpecyBaHHsi, MEAiaHa

MiCAIUB

Uac no nporpecyBaHHs 5,6 7,1 0,70 (0,58 - 0,85) 0,0003

xBopobu, Meniana micALiB

3araneHa 4acToTa 34,5 % 47,3 % 1,70* (1.22, 2.38) 0,0017

Bigmorimeit, %

TpuBanicts BiANOBIA], 4.8 6,9 0,54 (0,40 - 0,73) <0,0001

Meniana micsris

FP + H: dropmipuminus/uycnnaTyy + Tpactysymab
OI1: propnipumiaus/uucIaTUH
a CniBBigHouweHHs KoediieHTiB




aJICHOKAPIMHOMH [UTYHKAa Yd IWIYHKOBO-CTPaBOXiJHOTO MNEpeXoAay, 10 He IiJJaeThes JIKyBaIbHIH
tepanii. [lepBHHHOIO KiHIIEBOKO TOYKOIO OyJO 3arajbHe BIWDKHMBAHHA, SKke BU3HAYAJIOCH K 4ac Bif JaTu
pangomizanii g0 matu cmepti 3 Oynp-sxoi npuumad. Ha MomeHT anamizy 3arajiom momepnu 349
paHoMizoBaHuX marieHTis: 182 mauieHTu (62,8 %) y KOHTposBHiH rpymi Ta 167 mauientis (56,8 %) y
rpymi JikyBaHHs. BinpuiicTs cMepteil 6yJM CIpUYMHEH] NOAIIMH, TIOB’I3aHMMH 3 OCHOBHHM PaKOM.

OTpuMaHi aHai3¥ MiATPYT NMOKa3yloTh, MO MO3UTHBHI eeKTH JiKyBaHHA oOMEKeHi HalllIIOBaHHAM Ha
myxyvHuM 3 BunuM pistaem 6inka HER2 (IHC 2+/FISH+ a6o IHC 3+). CepenHsa 3aransHa BIKHBAHICTb Y
rpymi 3 Bucokoro excrpecieto HER2 cranosuna 11,8 micanis mpotu 16 micauis, HR 0,65 (95 % A1 0,51 -
0,83), a cepenns BIDKMBaHICTh Ge3 IporpecyBaHHs CTaHOBMIIA 5,5 Mica1liB potu 7,6 micanis, HR 0,64 (95
% C10,51 -0,79). mns FP nipotu FP + H Bignoeigno. J{ns 3aransHoi BrkuBaHocTi HR cranosus 0,75 (95%
10,51 -1,11) y rpyni IHC 2+/FISH+ i HR cranosus 0,58 (95% J1 0,41 - 0,81) y rpyni IHC 3+/FISH+.

V pocnifHHUBKOMY aHaji3i nigrpyi, nposeneHoMy B pocinimkeHHi TOGA (BO18255), ne 6yio ogeBuaHol
KOPHCTI NIONO 3arajbHOI BIDKHBAHOCTI IIPH AOAaBaHHI TpacTy3syMaby y maumieHtiB i3 ECOG PS 2 na
nouarky [HR 0,96 (95 % I 0,51-1,79)], He minnaeTses BuMiproBansio [HR 1,78 (95 % JII 0,87 - 3,66)] 1
MicueBo nomupere 3axpopropanus [HR 1,20 (95 % M1 0,29 - 4,97)].

iTH
€Bporieiicbke areHTCTBO 3 JIIKAPCHKUX 3ac00iB BIAMOBMIIOCA Biji 3000B’A3aHHSA NOAABATH PE3yNbTaTH
JIOCIIPKEHB pedepeHTHOTO JIIKapChKOro 3acofy, IO MiCTHTH TpacTy3yMmad, y BCiX HiArpynax AUTAYOT
TOMYJIALIT paKy MOJIOYHOT 3aJI03M Ta LUTYHKY (IMB. po3Aul 4.2 010 BUKOPUCTAHHA Yy JITeH).

5.2 PapmakokiHeTHYHI BJI2CTHBOCTI

dapMakoKiHETHKY TpacTy3yMaly OLIHIOBAIM B aHali3i MONMynsAuiiiHOI ¢apmakokiHeTHUHOI Momeni 3
BUKOpUCTAHHAM 00’€HaHUX NaHUX Bix 1582 cy6’extis, Bmodaroun nauieHtis 3 HER2-nosutiBHUM
MeTacTaTUUHMM PaKOM MOJIOYHOT 3aJ103H, paHHIM pakoM MOJIOYHOT 3aJI03H, MMOUIMPEHUM PaKOM LUTyHKa
a60 iHIIMMHU THIIAMM ITyXJIMH, a TAKOX 310poBHX noOpoBoibliB y 18 nocnimxennsx ¢asu I, I ta III, ski
OTpUMYBAIH TPacTy3ymMad BHYTPIilIHEOBEHHO. JIBOKOMNAPTMEHTHA MOAEND i3 MapanebHUM JIHIHHUM i
HeJiHIHHUM BHMBEIEHHSM i3 LIEHTPAJBHOTO KOMIIAPTMEHTY OIMCyBaja MNpodinb KOHLEHTparil
TpacTy3ymaly B 3aJIEXKHOCTI Bif yacy. 3aBIOsSKH HeiHIHHOMY BHBEJCHHIO 3arajbHHH KITipeHC 3pOCTaB i3
3MEHIIEHHSIM KOHUeHTpalii. TakuM YHHOM, HEMOXJIMBO BH3HAYUTH IIOCTifiHE 3HAYEHHA TEpIOAy
HamiBBUBEAEHH TpacTy3ymaby. Ti, 3MEHIIyeThCS 31 3MEHIISHHSIM KOHIIEHTpALii B MeXaX iHTepBaly
03yBaHHA (AUB. TabIHLIO 16).

ITalieHTH 3 METACTATHYHMM PAKOM MOJOYHOI 3aJI03M 1 PaHHIM pakoM MOJIOHYHOI 3a/103U MaJld MOZIiOHI
(bapmakokineTHuHi napamerpu (Hanpukiaj, kiipeHc (CL), 06’em LeHTpanbHOro kKoMnapTMeHTy (Ve)) Ta
[POrHO30BaHY HOMYJISILINHY eKCHIO3ULi0 B piBHOBXHOMY €TaHi (Cnin, Cmax Ta AUC). JIiHikiHuii kaipeHc
cta"oBus 0,136 1/000y A7 METACTATHYHOrO paky MojouHoi 3amos3y, 0,112 n/moby asnst paHHBOTO paKy
MOJI09HOI 3ai034 Ta 0,176 1/noby uis mOUIMPEHOro paKy IUTyHKA. 3Ha4eHHs HeJliHifHOro napamerpa
eniMinanii cragopuwin 8,81 Mr/noly [ MakCHMATBHOT IIBUAKOCTI eniMinanil (Vmax) i 8,92 Mxr/mit ans
KoHcTaHTu Mixaenica-Mentena (Kn) A1 DauieHTIB 3 METACTATHYHUM PaKOM MOJIOYHOI 3aJ103H, paHHIM
PaKOM MOJIOYHOT 347103, TIOIIHUPEHUM pakoM LTyHKa. O6’eM HEHTPansHOro BiACIKY CTAHOBHB 2,62 11 s
NALIIEHTIB i3 METACTATHYHHM PakoM MOJIOYHOT 3a/l03H 1 PaHHIM pakoM MOJIOYHOI 3ano03u Ta 3,63 1 uia
MALIEHTIB i3 MNOIIHPEHHM pakoM HUTyHKa. Y KiHIEeBild nomyssauidHii GapMakoKiHeTHUHIH MoAemi, KpiM
NIEPBUHHOIO THIY Iy XJIMHHM, Maca Tilla, aciapTaTaMiHoTpaHcdepas3a Ta ansbyMiH y CUpOBaTLi KpoBi OynH
BH3HAYEH] 9K CTATHCTMYHO 3HAYYIli KOBapiaTH, IO BIUIMBAIOTH Ha €KCIIO3MLil0 TpacTy3ymaby. OpgHak
BEJIMYHHA BIUIMBY [[UX KOBApiaTiB Ha €KCIIO3ULIIO TpacTy3yMaly CBiIUUTH PO Te, 10 Lii KoBapiaTH HaBps.
YK MATEMYTh KJIIHIYHO 3HaYyIUMiH BIUTHB Ha KOHLEHTpaLii TpacTy3ymaly.

[Iporuo3sopani 3HaueHHS (apMaKOKiHeTHUHOT €KCIIO3HILIT U1 HaceNeHHs (MeiaHa 3 5 - 95 nepLEeHTHIAMH)
i 3HayeHHs napaMeTpiB GapMaKOKiHETHKH MpPH KIiHIUHO 3HauymMX KOHUEHTPAUIAX (Cmax 1 Cumin) 474
NALEHTIB 3 METACTATUYHHM PAKOM MOJIOYHOT 37103H, paHHIM paKOM MOJIOUHOI 3aJ103H, MOUIHPEHMAM, PAKOM




TWXHI, HaBegeHo B Tabnuui 14 (uukr 1), Tabmuui 15 (craunioHapHuii cran) i Tabmuui 16 (mapamerpu
(bapMaKOKIHETUKH).

Tabmuug 14. IMonyasmiiini nporuoszosani 3HaYeHHst papMaKoKiHeTHKH excno3uuil nukay 1 (Mexiana
3 5-ro g0 95-ro NPONEHTH/IIB) cXeMH BHYTPilIHLOBEHHOIO BBeJleHHSl TPACTy3yMaly y mAUI€HTIB 3
METACTATHYHHM PAKOM MOJIOYHOI 32JI03M, PAHHIM PAaKOM MOJIOYHOI 32J103H, NOIIHPEHHM PAKOM

HIJIYHKY
Pexxum IepBUHHUIHA N Chin Chax AUC 021 guis
THI Ty XJIMHU (MKT/MIT) (MKr/MIT) (MK, I€HB/MIT)
8 mMr/xr + MeTacTaTHYHHH 805 28,7 182 1376
6 MI/KT KOKHI | paK MOJIOYHOL (2,9 -46,3) (134 - 280) (728 - 1998)
3 TuoxHl 3aJ1031
paHHil pak 390 30,9 176 1390
MOJIOYHOT (18,7-45,5) (127 - 227) (1039 - 1895)
3aJ103U
MOMIHPEHUH 274 23,1 132 1109
pax IUTYHKY (6,1 -50,3) (84,2 —225) (588 —1938)
4 Mr/xr + MeTacTaTHYHHH 805 37,4 76,5 1073
2 MI/KT KOXeH | pak MOJIOYHOL (8,7-58,9) (49,4 - 114) (597 — 1584)
TIXKIEHD 3aJ1034
paHHiii pax 390 38,9 76,0 1074
MOJIOUHOT (25,3 - 58,8) (54,7 - 104) (783 - 1502)
3aJ1031

Ta6auus 15 Iporuoszosani 3nauenHs OK excrosuLii U IOy ALl B cTallioHApHOMY CTaHi (Mesiana 3 5-
ro 1o 95-ro NepUEHTWIIB) U CXeM BHYTpIlIHBOBEHHOTO BBEIEHHS TpacTy3ymaly y TAallieHTiB 3
METACTAaTHYHMM PaKOM MOJIOYHOT 3aJI03H, PAHHIM PakOM MOJIOYHO{ 3a/103H, MOIIMPEHUM PAKOM LUTYHKY

Pexxum IMepBuHHKT N Chinss* Crnax ss** AUC g, 021 Yac no
THIT Iy XJIMHU (Mxr/™mm) (MKr/mMn) JT€Hb rem, cTabUIEHOrO
(MKr. /™MoT) crany***
(THKHI)
8 mr/xr + MeracTtatauHuii | 805 442 179 1736 12
6 Mr/krT paK MOJIOYHOI (1,8-85,4) | (123-266) | (618 -2756)
KOXHi 3 321031
THOKHI paHHii pak 390 53,8 184 1927 15
MOJIOYHOT (28,7-85,8) | (134-247) | (1332-2771)
31034
MOLIMPEHUH 274 32,9 131 1338 9
pak IUIYHKY (6,1 —88,9) | (72,5-251) | (557 -2875)
4 mr/kr + meTtactaTiunmii | 805 63,1 107 1710 12
2 Mr/kr paK MONOYHOT (11,7-107) | (54,2-164) | (581-2715)
KOXEH 31031
THXKIEHb paHHi# pak 390 72,6 115 1893 14
MOJIOYHOT (46 -109) | (82,6-160) | (1309 -2734)
3aJ1031
*Cminss — Cmin Y CTaOLIBHOMY CTaHI
**Cax,ss = Cmax Y CTaOIBHOMY CTaHI
*** yac mo 90% cTabinbHOro craHy
Tabmuns 16 TIpornozoBani mnomynsauiliHi 3Ha4eHHs (apMAKOKIHETHYHHX NapaMeTpiB y

piBHOBA)KHOMY CTaHi /i1 cXeM BHYTDIlIHLOBEHHOI0 BBeJAE€HHS TpacTy3ymaldy y HallieHTiB 3
MeTACTATHYHHM PAKOM MOJIOYHOI 327103H, PAHHIM PAKOM MOJIOYHOI 3a/103H, 110

ILTYHKY

FEHII RAKOM

#
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Pexxum IlepeunHHMi THI N 3aranenmii gianazod CL Big Crnax.ss**
Ty XJTHHHA Cmax.ss pate) Cmin\ss (MKF/ MJI)
(n/neusn)
8 Mr/kr + METaCTaTHYHUH pak 805 0,183 -0,302 15,1 -23,3
6 Mr/xr MOJIOUHOT 31031
KOXHi 3 paHHii pak 390 0,158-0,253 17,5 -26,6
THKHI MOJIOYHO 31031
TIONTHPEHUH pak 274 0,189 - 0,337 12,6 — 20,6
ITYHKA
4 mr/xr + MeTacTaTHIHHUH pak 805 0,213 -0,259 17,2-20,4
2 Mr/Xr MOJIOYHOT 3371031
KOXeH pauHiii pak 390 0,184 -0,221 19,7-23,2
THXKJIEHD MOJIOYHOT 3aJI03H

Buseoenns mpacmysymady

[lepion BuBeneHHS TpacTy3yMaly OLIHIOBAJIH ITiCJA BHYTPIIIHHOBEHHOI'O BBEJCHHS KOXKHI 1 abo 3 TinkHI
3a gormomoror momyiamiiiHoi ®K momeni. Pesynsratm mporo MopentoBaHHS BKasyIOTh Ha Te, IO
npunaiiMHi 95 % mnauieHTIB AOCATHYTH KoHLeHTpauii < 1 mxr/mn (mpubnusHo 3 % nomyssuii
nporHo3yBalii Cuin,ss 260 npubmuzno 97 % BuBeneHH:) 10 7 MicALiB.

Buxuo yupxymorowux HER2-ECD

JocmigHUUBKUIM aHami3 KoBapiaTiB 3 iHQopMali€ro jMile s HiArpynM NAli€HTIB NPHUITYCTUB, L0
nanienTd 3 UM piBHeM Bukugy HER2-ECD manu mpummi HenmiHidHwi wiipenc (Hmwkumit Km)
(P<0,001). IcHyBana kopensuis MiX BuaiieHuM aHtureHoM i piBHasMu SGOT/AST; 4yacTKOBO BILUIMB
BHUIEHOTO aHTUTEHY HA KJIipeHC MOKHA NosicHUTH piBHAMUA SGOT/AST.

ITouatkori piBui BuainenHs HER2-ECD, mo cnocrepiramucs y MallieHTiB 3 METAaCTaTUYHHM PakoM
NITyHKa, 6YJId MOPiBHAHHUMH 3 TAKUMHU Y MAII€HTIB 3 METACTaTUYHUM PaKOM MOJIOYHOI 3aJI03H, PaHHIM
paKoM MOJIOYHOT 3aJI03H, 1 He CIIocTepiraiocs sIBHOrO BIUIMBY Ha KIIipeHC TpacTy3yMaby.

5.3 Joxnainiuni gani 3 6e3nexn

VYV mocnipKeHHAX TPUBATICTIO 10 6 MicsauiB He 6yno JokasiB roctpoi a6o 6aratopazoBoi TOKCHYHOCTI,
OB’ 13aHO1 3 6araTopa3oBUM MPUIOMOM Mpenapaty, abo perpoayKTHBHOI TOKCHYHOCTI B TOC/IIKEHHIX
TepaToNorii, 5kiHo4oi pepTunbHOCTi a60 Mi3HIX recTalifHUX TOKCHYHUX e(eKTiB/mepeMilleHHs [UTALCHTH.
Tpacry3symab He F€eHOTOKCHYHHH.

XomHux IOBroCTPOKOBHX IOCHi[DKeHh HAa TBapUHAX Ui BCTAHOBIEHHS KaHLEPOI€HHOro MOTEHL{ary
TpacTy3ymaly 4 Horo BIUTMBY Ha GEepPTUIBHICTE Y CaMIIiB He IPOBOJMIIOCH.

6. PAPMAITEBTUYHI XAPAKTKPUCTHKH
6.1 Ilepenik nONOMiKHHAX peYOBHH

L-rictuauny ripoxJjiopun

L-ricTnaus

Copbit (E420)

Makporomn 3350

KucnoTa xjiopucToBOHEBa KOHLIEHTpOBaHa (A5 peryntoBadHs pH)
Harptro rigpokens (s perymosanus pH)

6.2 HecymicHicTh

IO MepeniveHi B po3aini 6.6.




PO34MHY TIIOKO3M He MOXKHA BUKOPUCTOBYBATHU VIS PO3BEAEHHS, OCKUIBKH BOHU BHUKIIMKAIOTh arperawito
Oinka.

6.3 Tepmin npuaaTHocTi

Hepinkputuii uiakox
4 poxu.

BigHosneHui 1 po3BeAeHHil pO3YrH

Ilics pO3YMHEHHA CTEPHIBHOK BONOK sl iH’eKuiil BifHOBIEHMH po3uMH € (i3M¥HO Ta XiMIYHO
crabinpEuM mpoTaroM 10 muie mpu temueparypi 2 °C — 8 °C. Byap-sikuil 3aNMIIKOBUM BIXHOBJICHHI
PO3YHH CITi/l YTHIIi3yBaTH.

Posumun Orispi mnd BHyTpiluHBOBeHHHMX iHQY3ilt € ¢isuuHo Ta XimiuHO crabinbHMUMM B
TIOJTiBiHIIXJIOpHAHKX, TOMIETUICHOBHX af0 MOJNINpPOMiJeHOBHX MimKax, mo MicTate 9 mr/ma (0,9 %)
PO3UHH HATPirO XJIOpHTY VIst 1K’ €Ki o 90 muie npu 2°C — 8°C Ta 24 rofMHA NPy TeMIIepaTypi He BHUIIE
30 °C.

3 Mikpo6ioqoriuHOi TOUKH 30Dy BiOHOBIEHHI PO3UMH Ta po3uuH A iHdysi# Oriepi ciig BukopucTary
HeraitHo. [TpofyKT He MpuU3HAYEHMI [ist 36epiraHHs IiCIIA BiHOBJIEHHS Ta PO3BEACHHS, SKLIO TUIBKH 1(e
He BiA6yBaocs B KOHTPOJbOBAHHX Ta [EPEBIPEHHX ACENITUYHUX YMOBaX. SIKIIO He BUKOPUCTATH HErakHo,
BiJIMOBiAAJIBHICTE 3@ TPMBATICTH TA YMOBH 30€piraHHs Iijl 4aC BAKOPUCTAHHA Hece KOPUCTYBaY.

BigHoBteH i po34HH He MO>KHA 3aMOPOKYBaTH.

6.4 Oco0.1uBi 3acTepexeHHss NpH 30epiranni

36epiratu B xonomwibHUKY (2°C — 8°C).

VMOBH 36epiraHHs Micys pO34HHEHHS JIIKapchKOro 3aco0y AUB. y po3ziinax 6.3 Ta 6.6.
6.5 Ynaxkoska

Orippi 150 Mr OPOLIOK /11 KOHLEHTPATY Ul DO3UHHY s iHhy3ii

®rakoH i3 mposzoporo ckia Tumy [ o6’emom 15 M, 1O 3aKynopeHui NMpobkorw i3 GyTWikaydyky,
JaMiHOBaHOIO (QTOP-KayIyKOBOIO IUIBKOKO, KM MicTUTH 150 Mr TpacTy3ymaOy.

Onun ¢Gu1akoH y KapTOHHIHN Madli.

Orispi 420 MT MOPOLIOK JUTS KOHLIEHTPATY JUIs pOsunHy s indy3ii

dakoH i3 mposzoporo ckia Tumy I 06’emom 50 M , mo 3aKynopeHuH NpoOKow i3 OyTHIKaydyKy,
NIaMiHOBaHOIO (GTOP-KayvyKOBOIO IUTIBKOIO, SKUM MicTUTE 420 Mr TpacTy3ymaly.

OnuH GiakoH y KapTOHHIH Madli.
6.6 Oco6.1aBi 3am00ixKHI 3aX0AH M010 YTANI3ALIT TA IHIIOI0 NOBOIKEHHSI

Cnin obepesxHo nopoautucs 3 Oriepi mig dac BigHoBNeHHs. CIPHYWHEHHS HAAMIPHOTO IMHOYTBOPCHHS
17| 4ac Po3UMHEHHS 260 CTPYLLYBaHHS BiJHOBIIGHOTO PO3UMHY MOXE IPHU3BECTH O MPOOIIEM i3 KUTBKICTIO
Orispi, Ky MO>KHa BHTATTH 3 (JIAKOHA.

QOriepi 150 Mr mopoLOK UTsS KOHLIEHTPATY I8 PO3UHHY A1 iH]y3ii

C1ift 3acTOCOBYBATH BifINOBIAHY TeXHiKy acenTHKH. KoxeH ¢nakon Orispi no 150 Mr posuuHAOTE 7,2 MIT
CTepuibHOT BOAM [y iH’€KUid (He BXOZMTH 10 KOMILIEKTY). CIifi yHHKATH BHKOPUCTAaHHS iHLIMX
PO3YHHHHKKIB UTa BigHOBNeHHs. Lle fae 7,4 Mu1 po3umHy U1 OJHOPA30BOrO 3aCTOCYBAHHS, LUO MiCTHTH
npubnuzHo 21 Mr/mn Tpactysymaby, 3 pH npubiusHo 6,0. Ilepesumenns o6’ emy Ha 4 % rap’:;uwo
3asHaueHy 703y 150 Mr MoxxHa Gy/ie BUTATTH 3 KOKHOTO (r1akoHa. FpOTCn




Oriepi 420 Mr NOPOLIOK /UTA KOHLEHTPATY /U1 PO3unHY A iH]ysili

KoxeH dunakon Orispi o 420 Mr posuuusioTh 20 MJT CTEpHIBHOT BOAM UL {H’€KNiH (HE BXORMTH /10
xoMiutexTy). CIlii yHHKATH BUKOPHCTAHHS HIIMX PO3YHHHMKIB 715 BigHOBIeHH:. Lle nae 21 mn po3uUHy
JUIS OJHOPA30BOTO 3aCTOCYBaHHS, 10 MiCTHTh MPUOITH3HO 21 Mr/Mi Tpacty3ymaby, 3 pH npubmuzHo 6,0.
Iepesummenns 06’emy Ha 4,8 % rapanTye, o 3a3HadeHy 803y 420 Mr MoxHa OyJie BUTAITH 3 KOXKHOIO
¢akoHa.

®dnakoH OriBpi O6'eM cTepuNIbHOT BOOYU UL KiHileBa KOHIEHTpaLis
iH'eKIif

®akon 150 mr + 7,2 Ma = 21 Mr/mn

®nakoH 420 mr + 20 mn = 21 mr/ma

[HCTPYKLLS 3 BITHOBICHHS

1) BHKOPHCTOBYIOUH CTEPHIBHHMI LINPHL, OBINBHO BBEMITE BiMOBIAHUA 00°€M (K 3a3HAYEHO BULUE)
CTEPMIIBHOI BOIM TS 1K’ €Kil y $TaKkoH, o MiCTHTE JriodinizoBaHuii OriBpi, CIPAMOBYIOUH CTPYMiHb Ha
niodinizar.

2) O6epexHO MOKPYTiTh (rakoH, 1mo6 cnpusati BigHosnennto. HE TPYCHUTH!

Herenuke MHOYyTBOPEHHS IPOAYKTY TICTs PO3UMHEHHs He € HesBuuaknuM. [lafite QuiakoHy CIIOKIHHO
TIOCTOSITH PHGIH3HO 5 XBUiiuH. BigHoenenuit Orispi nae nposopuil po3urH Bia 6e36apBHOTO 10 6mino-
’KOBTOTO KOJIbODY, AKAM HE IIOBUHEH MICTUTH BUAUMUX HacTOK.

Busnaure HeoOXinHuiA 06°€M pO3UUHY:

* Ha OCHOBI HABAHTKYBAIBHOI 103K 4 MI TpacTy3yMaby/Kr MacH Tilla a0 HACTYIHOT OTIKHEBOT 103K 2
M TpacTy3yMaly/Kr MacH Tija:

06’ em (1) = maca Tia (kr) X g03a (4 Mr/kr uts HaBaHTaKeHHs a60 2 MI/KT JUls OIATPUMKH)
21 (Mr/Mn, KOHUEHTpALlis BiTHOBIEHOTO PO3YHHY)

« Ha OCHOBI HaBaHTAKyBaTBHOI 03H § Mr TpacTy3yMaly/kr MacH Tina ab0 HACTyMHOI 3-TIKHEBOT 103U 6
MI" TpacTy3yMaby/Kr MacH Tija:

06’em (M) = Maca Tina (kr) x 1032 (8 Mr/Kr [uis HapaHTaKeHHs a00 6 MI/KI Ui OTPUMEKH)
21 (MI/MJ1, KOHIIEHTpALIiS BiJHOBJICHOTO PO3YHMHY)

BinoBigay KineKicTh po3umHy ciiif HabpatH 3 (pIakoHa 32 JOTIOMOTOO CTEPHIIBHOT TOJIKH Ta LUNPULE Ta
nozxaty B indysiiauii maker, mo mictuts 250 Mt 9 Mr/mit (0,9 %) po3unHy HaTpiro XJITOpHy Ul 1H’ €KL H.
He 3acTOCOBYBAaTM 3 PO3YMHAMM, LIO MICTATH LIOKO3y (mmB. posain 6.2). Ilaker cnix obepexHo
IIepeBEePHYTH, 06 MepeMilllaTH PO3UMH, 06 YHUKHYTH YTBOPEHHS MiHH. ITicina mpUroTyBaHHA PO3YMHY
J0ro CJTi/I HeraifHo BBeCTH. SIKIIO PO3UHH NPUIOTOBAHO B ACENTHIHUX yMOBaX, HOTo MOXHa 36epiraTu 10
90 muiB npu Temnepatypi 2 °C — 8 °C i 24 roquxu npy Temnepatypi He pume 30 °C.

[lepex BBeHEHHAM JIKAapChKi 3acO0M Ul MApEeHTEepanbHOro BBEACHHI CIIii Bi3yaJibHO TIEPEBIPUTH Ha
HasBHICTH TBEPAHX YACTOK i 3MIHY KOJIBODY.

Oriepi mNpusHAaueHMH TINBKM AN OJHOPA30BOTO BHKODUCTAHHS, OCKUIBKM MPOIYKT HE MICTUTB
KOHCEPBaHTIB.

HecymicrocTi Mix Orispi Ta NaKeTaMu 3 MOJMiBIHUIXIOPHAY, MOJIETHICHY abo TOoJnpOIUIEHy He
criocTepiranocs.

Bynb-sikuii HEBUKOPUCTAHMH JIIKAPCBKMH 3aci6 abo Bigxoau ciif yTUII3YBaTH anoaml-lo,ﬂmmm
BHMOT. :
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